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Introduction Methods

Risk of HBV reactivation in patients with past or

: : : _ : e (Gastric cancer cases in China account for over 44% of the e DESTINY-GastricO6 (NCT04989816) was a Phase 2, multicenter, open-label study in which patients from China with HER2
resolved H BV or |nactlve ch ronic H BV |nfect|on global disease burden? immunohistochemistry (IHC) 3+/IHC 2+ locally advanced unresectable or metastatic gastric or GEJ adenocarcinoma with =2 prior treatments
_ _ e In China, chronic HBV infections are a major cause of morbidity received T-DXd 6.4 mg/kg by intravenous infusion every 3 weeks'1°
treated W|th trastuzu mab deruxtecan iN and mortality, and represent a high proportion of global HBV cases? e Patients with past or resolved HBV or inactive chronic HBV infection were included if they met all HBV-specific eligibility criteria
- — In patients with cancer, HBV reactivation can occur in
D ESTI NY—G aStrl C06 those with chronic HBV infections who receive cytotoxic
chemotherapy or immunosuppressive therapy and may For patients with hepatitis B surface antigen (HBsAg)-negative or Interrupt T-DXd and start antiviral
lead to poor survival outcomes*?® —positive status at baseline: If HBsAg-negative or
. . . . . . . Patents were e . therapy (for those not already
Lin Shen,’ Xinjun Llang’2 Jin Lu,’ ME Wan,* Hugo Xavier,® Ye Xia,® — Patients with cancer who have active HBV infection are e HBV core total antibody (anti-HBc)-positive, HBV DNA monitored for | “Positive status at baseline: receiving antiviral therapy)
ian.6 7 7Zhi 8 often excluded from clinical trials; however, recent consensus <2000 |U/mL, and alanine aminotransferase (ALT) less than or HBV reactivation | ® HBV DNA >2 log (100x)
Han Tian,® Zhuoer Sun,’” Zhi Peng en € S; however, recent cons Sl o the et et o 1BV reactivatiol BV DNA »2 fog (100 l
guidelines recommend broadening eligibility criteria to include ughou :
patients at low risk of HBV reactivation®” e Normal liver architecture (absence of any liver pathology including treatment and becomes detectable (if Restart T-DXd after consultation
Gl Oncology Department, Peking University Cancer Hospital and Institute, Beijing, China; _ - o cirrhosis, fibrosis, and liver metastases) follow-up undetectable at baseline) with study physician and the
2Department pf Medical Oncolqu, Hubei Cancer Hospital, Wuhan, China; 3De.partment of Ongology, Sichuan e In DESTWY—GGISWCOG., T-D.Xd ShOWGd durable C|!n|03| benefit, .Wlth o Access to a local hepatitis B expert during and after the study periods. e With or without a hepatitis supelfv.ising local
Cancer Hospital, Chengdu, China; “Department of Gastroenterology and Medical Oncology, Jiangxi Cancer no new safety signals identified, in pretreated patients from China _ . _ , , Those who flare (defined as ALT hepatitis B expert
e No current / history of hepatitis C virus coinfection (
Hospital, Nancha6ng, China; SChief Medical Office, Global Patient Safety, Oncology R&D, AstraZeneca, with advanced HER2+ gastric or GEJ adenocarcinoma’ Started o y ) Ip ] iiral treat ¢ at least 7 d discontinued increase to 23x baseline ‘
i : ini iVisi i ina: . . . . ° arted receivin ro acltic antviral treatment at leas ays .
Cgmbrldge, UK; °Clinical Research Division, Oncology R&D, Ast.raZe_neca, Sha_nghal, Chlna, _ _  Based on findings from the primary analysis of o ad g'?—DF))(dyf o B A oss & ty T-DXd continued level and >100 U/L) | v
"Biometrics Department, Oncology R&D, AstraZeneca, Shanghai, China; 8éCarcinogenesis and Translational DESTINY-Gastric06.8 T-DXd has received conditional prior 1o receiving or patients wi SAg-positive status, to be monitored | If only HBsAg-negative status Continue antiviral therapy for
Research Key Laboratory, Peking University Cancer Hospital and Institute, Beijing, China ; tricvo, = 1- >elved ¢ It and for those with HBsAg-negative status and detectable HBV at least every | at baseline: >12 months after last dose
approval in China for pretreated patients with locally DNA at baseline 3 months for a of T-DXd
] ] advanced HER2+ gastric cancers® For patients with HBsAg-positive status only at baseline: minimum of ° sR:r\é?:r;r?vzrzisgg ‘
ObjeCtlveS e This analysis of DESTINY-Gastric06 evaluated HBV reactivation e Hepatitis B e-antigen (HBeAg)-negative 12 months (reappearance of |
it i vation i ' ' ot in patients with past or resolved HBV or inactive chronic HBV e No presence / family history of hepatocellular carcinoma / cirrhosis HBsAg positivity) Safety follow up until HBV
e To evaluate hepatitis B virus (HBV) reactivation in patients with past or resolved HBV or inactive : ) o P y y ornep ’ ivati i
P (HBV) P P infection. The safety of T-DXd was also assessed in this subgroup no extrahepatic manifestations (eg arthritis or polyarteritis nodosa) reactivation resolution

chronic HBV infection who received trastuzumab deruxtecan (T-DXd) 6.4 mg/kg monotherapy in the
DESTINY-Gastric06 study

To assess the safety of T-DXd in patients enrolled in DESTINY-GastricO6 who had past or resolved
HBV or inactive chronic HBV infection

Conclusions Patient population Table 3. Exposure to T-DXd e In total, four patients (21.1%) had drug-related serious AEs
— - i = o i
e Despite the short median duration of T-DXd treatment and the limited number of patients enrolled in e Atdata cutoff (February 28, 2024), 95 patients with advanced n=19 N=95*" t?]rrlé?nf;itetg Seer:ilgug:cf:a(:!dn; [esfi:t))e/()])ljlr]rﬁlcl)fae y embolism
DESTINY-Gastric08, this analysis suggests that T-DXd 6.4 mg/kg may be administered to patients HER2 IHC 3+/IHC 2+ gastric or GEJ adenocarcinoma were : asthenia ¥atip ue. neutrobhil cou%?dec;eF;sed Igelet count
with both human epidermal growth factor receptor 2—positive (HER2+) gastric or gastroesophageal included in the intent-to-treat population’ Median (range) T-DXd treatment 2.8 3.4 decreaséd a?\d \;vhite bIcF))od coll count decrea,s Zd
junction (GEJ) adenocarcinoma and past or resolved HBV or inactive chronic HBV infection — Intotal, 19 patients (20.0%) had past or resolved HBV (17.9%) duration, months (1.3-16.2) (0.4-22.3) One patien,t (5.3%) died due to a drug-related serious AE of
. . . . . . H - . (o] =
The safety of T-DXd in patients with past or resolved HBV or inactive chronic HBV infection was or inactive chronic HBV infection (2.1%) at baseline (Table 1) E:)'::#;?::;‘)D)(d exposure, pulmonary embolism

consistent with results for the overall population of the DESTINY-Gastric06 study’

e Adjudicated drug-related interstitial lung disease / pneumonitis

i <3 10 (52.6 43 (45.3
Table 1. HBV status at baseline ( ) ( ) occurred in one patient (5.3%; Grade 1 event) and led to

Overall, these data provide preliminary evidence of a low risk of HBV reactivation among patients

with HER2+ gastric or GEJ adenocarcinoma treated with T-DXd n (%) N=95*1 >3 to <6 5(26.3) 29 (30.5) discontinuation of T-DXd
HBSAG-negative. anti-HBe_positive >6 4(21.1) 23 (24.2) e Among the twp patients with HBsAg-positive, anti-HBc—positiye,
g Hng SN A 29000 1U /mLp ! 17 (17.9) Median (range) relative dose 99.0 o7 7 HBeAg-negative status, and HBV DNA <2000 IU/mL at baseline,
i intensity, % (58 2-101 1y (52 2-102 5) no hepatobiliary-associated AEs occurred; both patients had
Plain language summary HBsAg-positive, anti-HBc—positive, HBeAg-negative, 2 2.0) ! B B all-causality Grade 3 AEs, none of which were associated with any
and HBVY DNA <2000 IU/mL : *Safety analysis set: all patients who received at least one dose of T-DXd liver iniurv or toxicit
Why did we perform this research'? T-DXd, trastuzumab deruxtecan J y y
K : . SR : . : : — One patient had a Grade 3 event of organic mental disorder,
. . . : " : . . . . . Intent to-treat population: all patients enrolled inthe study = N . e All-causality adverse events (AEs) occurred in all 19 patients ne patier ) g
In China, long-term infection with hepatitis B virus (HBV) is associated with an increased risk anteHBo, hopallie B virus core tolal antibody; HBeAG, hepalits B e-antigen; HBsAg, hepatits B surface antigen; . , . with no evidence of hepatic encephalopathy
of death.” In people with cancer, HBV reactivation (defined as the sudden increase in the ’ _ _ o - T?\'et mt())lst (Cjomhnon e\;ednts (250 g)) w_e1r§_ 36%(9;}3 (”‘1t6’ 8‘:‘;'2 %), — The other patient had Grade 3 events of neutrophil count
amount of HBV in the body) can occur in those receiving treatments that suppress the e Inthe subgroup of patients with past or resolved HBV or inactive white blood cefl coun decrease (n=12; 63.2%), neutrophi decreased and COVID-19
immune system, such as chemotherapy.23 In some cases, HBV reactivation can lead to chronic HBV infection, the median age was 65.0 years; the majority count decreased (n=11; 57.9%), and hypoalbuminemia
’ . ’ . _ . ) .
serious clinical complications.3 As such, people with cancer who have active or previous of patients were male (n=14; 73.7%) (Table 2) (n=10; 52.6%) . . Figure 1. Most common drug-related AEs*
HBV infection are often excluded from clinical studies.45 DESTINY-Gastric06 evaluated e All patients with past or resolved HBV or inactive chronic HBV — DESTINY-Gastric06 was conducted during the peak of the Drud-related AES in =15% of batlents (%)t =10
trastuzumab deruxtecan (T-DXd) in people from China with gastric or gastroesophageal infection were of Asian race coronavirus disease 2019 (COVID-19) pandemic; ug-related AEs in 215% of patients (%) -
junction (GEJ) adenocarcinoma (cancer in the stomach or where the stomach joins the COVID-19-associated events occurred in seven - 1158 73.7
esophagus), with the highest levels of the human epidermal growth factor receptor 2 (HER2) Table 2. Patient demographics patients (36.8%) Anemia
protein (known as HER2-positive or HER2+) that had spread to nearby tissues or other parts — Hepatobiliary disorder-associated AEs occurred in two patients - 63.2
y White blood cell
of the body (known as advanced or metastatic). The people evaluated in the study had n=19 (10.5%) overall (hyperbilirubinemia, n=1; cholestatic jaundice, count decreased
recelve.d twp or morelpn%r anticancer treatments; results showed the benefit and safety of Median (range) age, years 65 (39-75) n=1; liver |r1Jury, n=1) | Neutrophil count 57.9
T-DXd in this population. e In total, 16 patients (84.2%) had all-causality Grade >3 AEs and decreased
How did we perform this research? Age group, years, n (%) ten patients (52.6%) had serious AEs Platelet count 42.1
e . " _ e Drug-related AEs occurred in 18 patients (94.7%) in the HBV
We evaluated HBYV reactivation in people with past or resolved HBV (known as hepatitis B <30 10:3) 9 : : po : ( °) decreased 0 36.8
. . . : : " subgroup and in 94 patients (98.9%) in the overall -
surface antigen [HBsAg]—-negative) or inactive chronic HBV (known as HBsAg-positive) =50 to <75 17 (89.5) - ALT increased
) ) : : : . population’ (Table 4)
infection who received T-DXd in the DESTINY-GastricO6 study. The safety profile of T-DXd : 0 36.8
A : 275 1(5.3) — The most common drug-related events (215%) in the HBV , , '
was also assessed in this population. A Hypoalbuminemia
Sex, n (%) subgroup are shown in Figure 1
T . , A _
What were the findings of this research? — Grade 23 drug-related AEs were reported for nine of AST increased 2 AR
Among the 19 people with past or resolved HBV or inactive chronic HBV infection, no HBV Female 5(26.3) 19 patients (47.4%); the most common events (215%) were £ 3 316
reactivation with or without hepatic flare was observed during and after the study treatment Male 14 (73.7) neutrophil count decreased (n=5; 26.3%), anemia (n=3; Nausea [ :
period. Side effects of T-DXd were consistent with those observed in the overall population 15.8%), and platelet count decreased (n=3; 15.8%)
i .- . : Table 4. Overall summary of drug-related AEs*
What are the implications of this research? Asian 19 (100) ry 9 0 26.3
This analysis suggests that people with both HER2+ gastric or GEJ adenocarcinoma and n (%) n=19 N=951 Weight decreased
. . : ) : e ) _ o ] 0 21.1
Irz)a\\’;ls,t“i;lriﬁzzlgic]jc ES\\; ?er&:gs\(/:;l;gnchromc HBV infection can be treated with T-DXd, with a Incidence of HBV reactivation or hepatic flare AEs 18 (94.7) 94 (98.9) Decreased appetite
' _ _ _ _ _ Grade 23 AEs 9 (47.4) 64 (67.4) 53 211
Where can | access more information? e Among patients with past or resolved HBV or inactive chronic Diarrh . '
. - i bout DESTINY-Gastric06. ol it HBV infection (n=19), no HBV reactivation with or without SAEs 4(21.1) 22 (23.2) larrhea Any grade
Or more information abou ~Lastriclp, piease vis hepatic flare was reported during the treatment or SAEs leading to death 1(5.3 2 (2.1 0 21.1
https://clinicaltrials.gov/study/NCT04989816. You can also speak to your doctor about this P ) : P J J (5:3) (2.1) Hypocalcemia m Grade 23t
ar v follow-up periods . . .
and other clinical studies. AEs leading to dose interruption 5 (26.3) 26 (27.4) 105 15.8
. AEs leading to dose reduction 5 (26.3) 25 (26.3) Asthenia
Safety and t°|erab|"ty AEs leading to discontinuation 1(5.3) 3(3.2) (') 2'0 4'0 Gb sb 160
| | Inuati . .
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overall popu|ation1 (Tab'e 3) treatment (whichever was earlier). AEs with an onset prior to dosing that worsened during this period were also the date of the last dose or until initiation of the first subsequent anticancer therapy following discontinuation of study
included. Patients with multiple occurrences in the same category are counted once per category regardless of treatment (whichever was earlier). Patients with multiple occurrences in the same category are counted once per
— ost a“ents N t e su rou . an e overa the number of occurrences. *Drug-related events assessed by the investigator as possibly related to treatment; event regardless of the number of occurrences. *Drug-related events assessed by the investigator as possibly related
-r . . . . . M p . . h HBV bg p (52 60/0) d th ” Tsafety analysis set: all patients who received at least one dose of T-DXd to treatment; Tdrug-related AEs in 215% of patients are shown with corresponding Grade =3 events
;E,g_:}'ﬁ ECI:Z?:? /S-\?t?;rfgiilgwcggzss?\:zﬁ-(r?t?s?/(/fif|;\;I:E,T43r:0}<[|]:zzmartphone camera or app to obtain a copy of this pOpUIGtiOn (453%) received T-DXd treatment for <3 months AE, adverse event; SAE, serious adverse event; T-DXd, trastuzumab deruxtecan AE, adverse event; ALT, alanine transferase; AST, aspartate aminotransferase; T-DXd, trastuzumab deruxtecan
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