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rastuzun ab aﬂd pertUZU | ab INntroduction Methods Figure 1. HER2CLIMB-05 study design
f’ t | ’ ﬂﬂ ’ t th » Since approval in 2012," the standard-of-care for 1L treatment of HER2+ MBC TRIAL DESIGN AND PATIENTS Key Eligibility Criteria 1L Maintenance Therapy  Endpoints
. monoclonal antibodies (HP) followed by maintenance therapy with HP until phase 3 trial (NCT05132582; Figure 1). MBC — e P LM EIElpE i
f H E RZ _|_ t t t b t dlsease progre55|on.2 ! e No evidence of progression Once every 21 dayS PFS per RECIST v1.1
O r | | I e a S a | C re a S | | | | TREATMENT after THP (4 to 8 cycles) R | (n = 326) Secondary
* Treatment with 1L THP induction therapy and HP maintenance therapy . Following induction thera Stients were randomlv assianed 1:1 to TUC or blacebo BID « ECOG PS of 0 or 1 1:1 . OS (key secondary)
Ca n Ce r An | n d e pt h Safet significantly prolonged progression-free survival (PFS) in patients with HER2+ both in c%mbination with I?%/é\il[:wtenance P Y J ' P ' * No or asymptomatic BM PBO PO BID * PFS per BICR
. - MBC,? as well as increased survival rate,* but most patients eventually experience . L . SR 2 EeRlERe L, + HP* > GRS
y P Y &P » Up to 3 dose reductions of TUC or PBO in 50 mg increments (300 mg - 250 mg = 200 mg > enhanced MRI at screening Once every 21 days - Safety, HRQolL,

disease progression within approximately two years of initiating treatment.*

: 150 mg) are allowed, but dose reductions < 150 mg BID are not permitted. (n = 328) Pl (e
a n a yS | S O H E RZ C LI M B—O 5 * In the primary HER2CLIMB-05 analysis, addition of TUC to 1L maintenance HP

in patients with HER2+ MBC extended PFS (per investigator) vs control treatment SAFETY ANALYSES

: : . : : : : : Randomization was stratified by: Study treatment continues until unacceptable
by nearly 9 months (24-9 vs 16.3 months, respectlvely; hazard ratio: 0.641, The SafEty analySIS set included all randomly aSSIgned patients who received =1 dose of any * HR status: positive or negative toxicity, disease progression, or consent withdrawal.
P < 0.0001 )-5 ZtUdy;rleabtment' . | ded - Yo * Presence or history of BM: yes or no No crossover from PBO to TUC was allowed.
: : . . . . . » AE and laboratory abnormality severity were graded using the National Cancer Institute . Diagnosis: de novo or recurrent
O bJ eCt|Ve - -II(-UC combined with H]ICD Tﬁd . toLe.rab.Ie safety prcf)flle cr?nzlstent W'tfh tlhe q Common Terminology Criteria for Adverse Events version 5.0 and classified by preferred term
||\r/]§r\-/\gr]ai]osr§r$]?:aesnetss (Og rta dIZ ggrzvelrr:ig)o\r:\;hel)éﬁe\flte rg rt;plclig | |;r&:::]ea(g)e:bel\e/aat§d USi ng the Medical DiCtiona ry for Reg u Iatory ACtiVitieS' T(L:(inf(i:fsrtrjliitr?g;tBEITC\éViSbﬁ)ii';jrggtier]%ggggget:tecsetr?t?g.l review; BM = brain metastases; CNS = central nervous system; ECOG PS = Eastern Cooperative Oncology
5 5 5 — ’ - _ 11 1 G f BT = endocri h H = Z b: HER2+ =h id | wth f 2-positive; HR, h ;
To report the findings from an in-depth safety Hle with dificati d/or discontinuations.s Treatment-emergent AEs (TEAEs), laboratory values, and TUC/PBO dose modifications and Croup performance status; ET = endocrine herapy; H - rastuzymab HER2~ = human epidermal gronth factor receptor 2-positve HR, hormone receptor
| . f th h 3 H E RZCLIM B 05 t d reVErsinie wi OS€ maoditications an or discontinuations. d |SCO nt| N uations were exa m|ned P = pertuzumab; PBO = placebo; PFS = progression-free survival; PO BID = orally twice a day; R = randomization; RECIST = Response Evaluation Criteria
ana yS|S O e p ase - S u y in Solid Tumors; T = taxane; TUC = tucatinib.

evaluating the efficacy and safety of tucatinib (TUC)

added to first-line (1 L) maintenance thera py with : ReS U |tS * Dose holds, red.uctions, and discontinuations due. to TEAEs were Table 2. Summary of hepatic TEAES Table 3. Summary of diarrhea TEAEs
trastuzumab (H) and pertuzumab (P) in patients with more common in the TUC arm vs the PBO arm (Figure 3). However, ' '
human epidermal growth factor receptor 2-positive . Between March 2022 and July 2024, 654 patients were randomly relative dose intensity (median 95'4%f range: 6—1?9) remained high. . '{UE gzl-él; I;B(B ;2H4|)= TUC + HP PBO + HP
: ianed he TUC arm (n = 326) or the PBO arm (n = 328) * Due to any grade TEAEs, 14.4% of patients had their TUC dose bl W= W= (n = 326) (n = 324)
HER? b MBC assigned to the a or the a :
( +) metastatic breast cancer ( ). . . . reduced by 1 level (250 mg BID); 8.3% reduced TUC dose by 2 levels Hepatic TEAE, n (%)
* Ofthe rand?c))mlyhas_ls_lgged patledngsf 4 r;]evFe)ergecelveSdAilréy .StUd?/l (200 mg BID) and only 6.4% of the patients had their dose reduced to epatie Sl All All
treatment, 5 in the armand 1inthe arm. itionally, . A d 142 (43.6 51 (15.7 rades Grade 2 Grade3 grades Grade2 Grade3
. 3 patients assigned to the PBO arm received =1 dose of TUC due to the Iowest.TUC o!ose (1_50 mg BID)', ny 9rate (436 15.7) il 9 9
CO N C‘ LUUISIONS dispensinsg errors and were included in the TUC arm for the safety ' Egga\é\g?se\clhesrftzntmued in 13.5% patients due to TEAEs, mostly due to Grade 23 59 (18.1) 4(1.2) Diarrhea TEAE, 237 103 20 166 43 13
analyses.” Thus, the safety analysis set included 326 patients in the ' Serious 13 (4.0) 1(0.3) n (%) (727)  (31.6)  (6.1)  (51.2) (133)  (4.0)
_ ' ' Figure 3. Dose modifications/discontinuations due to any TEAEs : , ,
InH ERZCLIM B-05, hepatlc adverse events. (AES) + At data cutoff (Sep 5, 2025), median TUC treatment duration was J 4 Hepatic TEAE reported by All Grade All Grade Median time, days (range)
and diarrhea were more frequently seen in the TUC 17.1 months (range: 0.4-36.5). Treatment duration in the PBO arm 100 - EmTUC+HP  mPBO+HP PT of investigators,* n (%) grade 23 grade 23 To onset of 11.0 39 0 495 39 0 1040 149.0
arm compared with the placebo (PBO) arm. The was 15.5 months (range: 0.5-41.3). ALT increased 92(28.2) 44(135) 23(7.1)  2(0.6) - | | | ' ' '
.. : : + Most patients in the TUC and PBO arms experienced a TEAE; ISt et (1-683) (1-736) (2-350) (1-768) (2-506) (6-626)
maJorlty of hepatlc AEs were EIeyatEd “\{er €Nnzymes, grade =3 TEAEs occurred more frequently in the TUC arm (Table 1). 80 - B ISR il 220 29 (240) 2(0.6) T resaluiar 2.0 50 3.0 5 0 40 14.0
which were mostly asymptomatic, transient, and . The most common TEAEs are shown in Figure 2.5 Blood bilirubin increased 20 (6.1) 3(0.9) 10 (3.1) 0 (1-760) (1-585) (1-162) (1-585) (1-578) (1-309)
manageable with dose modifications and/or 2 o0 GGT increased 12(37)  2(0.6)  5(1.5)  1(0.3)
. . . . c o geo °
discontinuations, with no severe outcomes observed. Table 1. Overall safety summary 2 49.4 Hepatic function abnormal 11 (34)  4(1.2)  3(0.9) 0 Antidiarrheal use for any grade diarrhea,
I I TUC + HP PBO + HP o 0
I\/I.ost dlq rr.hea AEs were of low severity anq managed A (n = 326) (n 2 324) 5 Hepatic cytolysis 9(28)  3(09)  3(0.9) 0 n (%) 205 (62.9) 130 (40.1)
°\° ] . .
with antidiarrheals and/or dose modifications. Patients with TEAE, n (%) 29.1 Hypertransaminasemia 7(2.1) 3(0.9) 1(0.3) 0 Median duration, days 5.1 (1-21) 3.0 (1-23)
o 0 . K . . H = trastuzumab; P = pertuzumab; PBO = placebo; TEAE = treatment-emergent adverse event; TUC = tucatinib.
TUC addition to 1L HP maintenance therapy Any grade TEAES 323 (99.1) 313 (96.6) 0. o Drug-induced liver injury 6(1.8) 3(0.9) 0 0
represents an effective option for HER2+ MBC with e 33 TEAES 138 (42.3) 79 (24.4) Liver injury 4(1.2)  3(09)  1(03) 0 + Only 11.3% of patients in the TUC arm were managed with dose
3 cIinicaIIy ma nageab|e safety profile. | - 2.2 Median time, days (range) modifications and/or discontinuations due to diarrhea (Figure 5).
>erious TEAES 55(16.9) 26 (8.0) . Hold | Reduction " Discontinuation To onset of first event 345 40.0 35 0 386.5 . I()Zlg% to dig;lrah)e?,g.S% 3f patcilepéschdad thgirZT}JC dlosig(;(e)duceglg% 1 Iedvel
i x : - g —— Eere— 4-776 4-492 6-826)  (77-610 mg BID); 1.6% reduce Ose Dy 2 Ievels {209 mg an
TEAES leadlng to death 1 (03) | 1 (03) _ H = trastuzumab; P = pertuzumab; PBO = placebo; TEAE = treatment-emergent adverse event; TUC = tucatinib. | ( ) ( ) ( ) ( ) Only 21 % reduced TUC to the |OW€St dose (1 50 mg BID)
W?t?EggewariizjtgisjiCOLZ?\e/iiieaPILI was reported; however, the event was confounded by multiple concomitant medications Hepatic TEAES To resolution 2_50 4_00 2_20 190 . Per Stud rOtOCOI TUC dose modification iS onI recommended fOI"
DILI = drug induced liver injury; H = trastuzumab; P = pertuzumab; PBO = placebo; TEAE = treatment-emergent adverse event; . . . . (2 328) (5 21 7) (2 302) (7 96) y p ' . y . .
L ead author: Veroniaue Dieras TUC = tucatinib, ' ' ’ ’ ’ * Any grade and grade =3 hepatic TEAEs occurred at higher incidence - — — grade =23 diarrhea. However, among the patients with maximum
' g in the TUC arm (Table 2). Increased ALT and AST accounted for AL Sl ot erasts AST = sxpertate aminotransferase; GGT = gammaglutamyl transferase; H = trastuzumab severity of grade 2 diarrhea (n = 103) in the TUC arm, 8.7% had a TUC
. . ) the majOrity Of these eventsl which were most|y asym ptomaticl P = pertuzumab; PBO = placebo; PT = preferred term; TEAE = treatment-emergent adverse event; TUC = tucatinib. dose hOId, 6.8% had TUC dose reduced' and 1 patient discontinued TUC,
}'ﬁ{ Email for more information: v.dieras@rennes.unicancer.fr Figure 2. TEAEs in HER2CLIMB-05 (220% of patients) transient, and manageable with dose modifications and/or 0 P
100 - discontinuations, with no severe outcomes observed. Figure 4. Dose modifications/discontinuations due to hepatic TEAEs Figure 5. Dose modifications/discontinuations due to diarrhea
TUC +HP  PBO +HP » Approximately half of the patients (n = 70) with a hepatic TEAE (any
grade) were managed with TUC dose modifications or discontinuation, 25 - TUC +HP PBO + HP 25 - ETUC+HP  EPBO +HP
. Grade 1-2  Grade 1-2 with most being attributed to elevation in ALT or AST (Figure 4). u OtTLrTh?Pa“C TiAE =
Poster | 727 » Due to a hepatic TEAE, 8.6% of patients had their TUC dose reduced AST ';‘;[Z’;i‘gd
_ by 1 level (250 mg BID); 4.6% reduced TUC dose by 2 levels (200 mg 20 - 19.3 20 A
An electronig version of th@s poster ar)d abstract in plain Iangua.ge Ok > ' BID) and only 3.1% reduced TUC to the lowest dose (150 mg BID).
may be obtained by scanning this Quick Response (QR) code with < 60- » 25 (7.7%) patients discontinued TUC due to hepatic TEAEs. 4.0 16.3
your smartphone app. Copies of this poster obtained through - 51.2 . " "
QR code are for personal use only and may not be reproduced S Diarrhea € 15- Al £ 15°
without written permission of the authors. > * Any grade diarrhea occurred at higher incidence in the TUC arm vs = =
£ 40; the PBO arm, but most events in both treatment arms were of low =2 ey
2 | se0 331 252 severity and resolved quickly (Table 3). e 104 426 < 101  gg
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. N | R | | 2% 71 qg7 — 200 2% 1909 B * Among the patients in the TUC arm, 62.9% used an antidiarrheal for ) 5
{-\V\C/!anwltedggEenUtgAl)\/ledlgal wrll;cln%w;i)p;c:cylde? by Melissa Lingohr-Smith, PhD, of Oxford PharmaGenesis Inc. : E ne 11.4 a median duration of 5.1 days, while 40.1% in the PBO arm took an ' /8g " 4 1.5 0.9
ilming ont , USA), and was funded by Pfizer n.c. | . O o o= Arthralgia Fatigue antidiarrheal for a median of 3.0 days. In either treatment arm, the ; ﬂ_-’1:3 0.9 48:3 _ . 0
Sponsor: This study was sponsored by Seagen, which was acquired by Pfizer in December 2023. i creased i creased most used medication was Ioperamlde. Hold i Reduction | Discontinuation | Hold | Reduction | Discontinuation
ALT = alanine aminotransferase; AST = aspartate aminotransferase; H = trastuzumab; P = pertuzumab; PBO = placebo; B In the TUC arm, actross a” treatment CyCIeS When d diarrhea event ALT = alanine aminotransferase; AST = aspartate aminotransferase; H = trastuzumab; P = pertuzumab; PBO = placebo;
TEAE = treatment-emergent adverse event, TUC = tucatin. P SR was reported, an antidiarrheal medicine was taken in 38.2% of them. TEAE ~ treatment-emergent adveree event. TUC - tucatinb. o TR i = trastuzumab; P = pertuzumab; PBO = placebo; TUC = tucatinib.
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