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Figure 2: Maximum Change in Sum of Target Lesions Assessed by Figure 5: Response per CHOI Response Criteria by BIRC SURVIVAL
INTRODUCTION RESU LTS Investigator in the Efficacy Evaluable Population VEGFRi-naive VEGFRi-treated e Median OS has not been reached in the overall population (Table 4).
N N=48 N=12 . . . .
_ _ _ _ _ 109 B VEGFRi-naive ORR, n (%)’ 31 (51.7) 25 (52.1) 6 (50.0) Table 4: Overall Survival in the Intention-to-treat Population and
* Adenoid cystic carcinoma (ACC) is a rare tumor that arises from secretory glands, most PATIENTS 80 - VEGFRitreated (95% CI)° (38.4-64.8) (37.2-66.7) (21.1-78.9) According to Prior VEGFR Inhibitor Treatment
. 1 . i
commonly salivary glands,’ and there are currently no approved systemic treatments » N=80 were enrolled between January 2020 and May 2021 at 11 sites in the United - eare Best overall response, n (%) e WS
available for use in patients with recurrent/metastatic (R/M) ACC. States and Korea (Table 1) g X 60- ¢ Confirmed PR CR 0 0 0 N=66 n=14
° Medlan survival duratloq in patients with R/M ACC is 17 years but shgrtens in those W'Fh e At the time of the current analysis, 11 patients (13.8%) were continuing to receive ® § 40- PR 31 (51.7) 25 (52.1) 6 (50.0) Median OS, mo (95% Cl) NE NE 17.5(10.0, NE)
distant metastases outside of the lungs (8 years) and those who require treatment within study drug c o SD 25 (41.7) 20 (41.7) 5 (41.7) y——
3 years of R/M AGC diagnosis (4 years). The primary reasons for discontinuing study drug were disease progression (n3e &8 Nl T PD 46.7) 3 (6.3 163) T ) ( ) ( )
T - - : : : Al 3 B > N ' _ ceevce et Median DoR, months (IQR)  14.8 (7.2, 20.2) 14.8 (7.2, 20.2) 12.2 (12.2, NE) 12-mo /4.5 (62.5-83.1 /7.4 (64.2-86.2 62.9 (32.3-82.6
e VEGF is widely expressed in ACC and is associated with metastasis and poor survival.®? = _ S 0
| aely € P T | P | [48.8%]; n=37 [46.3%] per RECIST v1.1 and n=2 [2.5%)] per clinical progression) and S 5 DCR, n (%)° 37 (61.7) 29 (60.4) 8 (66.7) 18-mo 61.7 (48.3-72.5) 66.0 (51.1-77.3) 45.8 (18.3-69.9)
e Multi-tyrosine kinase inhibitors (TKls) of VEGFR1-3 have been studied as systemic adverse events (AEs; n=16 [20.0%]). = ? -20 1 (95% CI)° (48.2-73.9) (45.3-74.2) (34.9-90.1) 0S, overall survival
treatment for ACC. g :! 40 - *Patients with a best overall response of PR/CR. Best overall response of PR/CR must be confirmed for inclusion in the numerator of ORR.
— Prolonged PFS was observed with axitinib compared to placebo (10.8 months versus o : . : = 9 “Caloulated using the Clopper-Pearson method. . | . | |
. . . - . able 1: Basellne Characterlstlcs of the Overa" PO ulatlon X D Disease control rate was defined as the proportion of patients who achieved a confirmed complete response, confirmed partial response, or stable
28 mOnthS; P<0001) n patlents Wlth TKI-nalve dlSG&SG.G p ‘Eu |¢_U -60- glli(?)alsfritt:rriisp:sag’:?o:?rﬁIEJh;ethIrlt;]icgsi'g:é;?::\gi:;éted with >1 dose of rivoceranib who have contrast-enhanced CT tumor assessments at SAFETY
— Single-arm, single-center studies of lenvatinib demonstrated ORRs of 11.5%" and Characteristics Rivoceranib -80- baseline and post-baseline timepoints. o All patients received at least 1 dose of study drug and were analyzed for safety.
15.6%° and median PFS durations of 9.1 months” and 17.5 months‘*.ir.l predominantly —— ' * An adverse event (AE) of any grade was observed in all patients. Treatment-emergent
TKI-naive patients. These latter results led to inclusion of lenvatinib in treatment Median age, y (range) 54.5 (28, 76) -100- Patients adverse events in >20% of patients are shown in Figure 7
. . : . . I = .
guidelines® despite a post-hoc analysis that revealed event-free survival of Male, n (%) 42 (52.5) e Grade >3 AEs were observed in 64 patients (80.0%)
8.2 months.® In addition, 54% of patients discontinued lenvatinib due to drug toxicity. ECOG PS 0. n (% 45 (56.3 _ _ B ' ) N , _
* Rivoceranib is an orally administered TKI that is a potent and selective inhibitor of 1 (%) 196.9) Figure 3: Duration of Treatment - The most common Grade >3 AEs were hypertension, stomatitis, anemia, and fatigue.
y . b . . , Primary tumor location, n (%) — Four patients experienced a fatal adverse event; these events consisted of epistaxis
VEGFR2'1O,11 VEGFR2 represents the prlmary VEGFR for reQUIatlon Of anglogeneSIS’ Mai li I d 27 33 8 NN EEE EEIII S S S (B S NN EEE SN EEENINNEEEEEEIEEEE EEEEENEED D in two atients and acute res ira'to failure in two atients
mitogenic Signaling, and vascular permeability_12 ajor salivary gilan ( . ) T I_T- I S S N I S S S _____A_- > P P ry P )
« We hypothesized that potently and selectively targeting VEGFR2 with rivoceranib may Minor salivary gland 47 (58.8) : _____________________A__=_> > e Sixteen Patlents (?0.0 J0) discontinued rivoceranib due to an AE.
result in an effective treatment option for R/M ACC with a more limited adverse effect Other 6 (7.9) L T T o o = e The median duration of treatment was 31.1 weeks (range, 0.6-103.0).
profile than observed with multi-TKI inhibition. Stage IVC, n (%) 74 (92.5) e e e e e S e et s S e The median actual dose intensity was 421.0 mg/day. The relative dose intensity was
Sites of metastases, n (%) TEE— e e e, e 60.1%.
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Lung 69 (86.3) o 3 O] W | — e e QOverall, 68 patients (85.0%) required one or more dose modifications (reduction or
Liver 25 (31.3) e \ _‘___ interruption) due to an adverse event. The median time to first dose reduction was
METHODS Bone 20 (25.0) e — 4.1 weeks (range, 1-40).
A ! | [ [ |
Lymph nodes 20 (25.0) -:____A_ — . CT scan images showing reduction in tumor lesion density without reduction in tumor lesion size 2 months
* RM-202 is a single-arm, open-label, multicenter phase 2 trial conducted at 11 sites in Pleura 14 (17.5) (e — ——— after starting treatment with rivoceranib in a patient in Study RM-202 Figure 7: Treatment-Emergent Adverse Events in > 20% of Patients
the United States and Korea (Figure 1). Prior surgery/radiotherapy, n (%) 71 (88.8) / 77 (96.3) e R |
Prior systemic therapy, n (% 49 (61.3 | s | | PROGRESSION-FREE SURVIVAL Hypertension -|
Figure 1: RM-202 Phase 2 Study Schema . £ ) ( ) e e s s r— | | | Fatigue - I
Median number of lines (range) 1.0 (0, 8) — - e At the time of data cut-off, patients were followed for a median of 19.5 months (range, Headache | e
Recurrent/Metastatic ACC Rivoceranib 700 mg PO QD >3 lines 16 (20.0) B e e i 4 e First unconfirmed response 1.9 - 23.7). Nausea - I
(N=80) * 1) 2 L CREES *Treatment until progr?s_sifz" Prior VEGFR inhibitor? 14 (17.5) E_{ T:EE.. __A_I_A " First confirmed response e Median PFS per RECIST v1.1 was 9.0 months per investigator, and 9.2 months per Stomatitis - EEE
e Documented disease * Pre-planned dose LIRS ] B U1 Lenvatinib 10 (12.5) Q| e e — + First PD or death - BIRC in the overall population, and was consistent regardless of prior VEGFRi treatment Diarrhea -| s ——
progression within reductions for toxicity® Axitinib 4 (5.0) e — E—— * Rels.ponse used for confirmation (Table 3, Figure 6). Decreased appetite - I
© months of study start Tumor assessment (RECIST v1.1) every 8 weeks for first year Prior chemothera 37 (4é 3) n o —— AA L inieatiprogression Proteinuria - - I—
u V. V W I : ) 1 ! 1 i i} i .
° Atleast 1 measurable then every 12 weeks ’ e h.b.tp fh == = s > Treatment ongoing Table 3: Progression-free Survival per RECIST v1.1 Assessed by Palmar plantar erythrodysesthesia syndrome -| I EE—
0 aNo patients received >1 line of prior INNIDITOr therapy. y ! [ N | - = - - = = H _ _
lesion per RECIST v1.1 “Rivoceranib dose interruption up to 21 consecutive days was allowed for AEs. Each patient was ’ " » s A InveStlgator and Blinded Independent Review Committee in the Eﬁlcacy Welgrgdectr.eaied
allowed a total of 3 dose .reductions for AEs to 590 rTlg, 390 mgT and 200 mg .QD. | | — T —— EV I I P I ti n an A r in t Pl‘i r VE FR Inhi it v Tr tm nt onstipaton - I
" EOGPS Do st coudbe cotiued ey rogrssionf e imestatr deemined e patertwes sl EEEICACY/RESPONSE ENDPOINTS e A aluable Population and According fo Prior VEG ortor Treatme Aspartate aminotransferase increased | I
o Adeq uate organ & ACC, adenoid cystic carcinoma; AE, adverse event; ECOG PS, Eastern Cooperative Oncology Group : , _ . A Total VEGFRi-naive VEGFRi-treated Back pain - E
. Performance Status; PO, by mouth; QD, once daily; RECIST, Response Evaluation Criteria in e A confirmed partlal response per RECIST v1.1 was observed in 11 patlents per - -_- n=73 n=60 n=13 .
marrow function Solig TS , , o o _ , n Vomiting - I
investigator assessment resulting in an OBR of 15:1 % and in 7 pa’Flents per BIRC - - BIRC BIRC BIRC Alanine aminotransferase increased | I
assessment for an ORR of 9.6% (Table 2, Figure 2, Figure 3). Median time to response = — _ . . W Grade 1
by Investigator was 57.0 days (range: 50-276) S Median PFS, | 9.0(7.5-12.8) | 9.2(8.0,12.9) | 9.0(7.3-12.8) | 9.3(8.0-13.7) | 10.6(7.1-17.7) | 8.9 (5.3-12.9) Abdominal pain - I
A o aria y J ' y J9¢- — . N mo (35% Cl) Dyspnea -{ i M Grade 2
N\ e The DCR per RECIST v1.1 was 64.4% per investigator and 65.8% per BIRC. o, PFS landmark analyses, % (95% Cl) Oral pain - T Grade 3
* Histologically or cytologically confirmed R/M ACC not amenable to potentially e A partial response per CHOI criteria was observed in 31 patients (50.8% [95% CI, m 6-mo | 76.3(64.2-84.8) | 80.8 (68.5-88.6) | 74.5 (60.7-84.1) | 80.3 (66.3-88.9) | 84.6 (51.2-95.9) | 83.1 (47.2-95.5) | | | | | |
curative surgery/radiotherapy 13 = * 0 20 40 60 80 100
37.7-63.9 ]) as assessed by BIRC. 12-mo | 39.7 (27.4-51.6) | 38.2 (25.0-51.3) | 38.7 (25.5-51.8) | 40.4 (25.6-54.6) | 43.0 (13.8-69.8) | 26.0 (4.3-56.2) Patients With Treatment-Emergent Adverse Events (%)
* Evidence of disease progression by RECIST vi.1 occurring within the 6 months prior * The change in sum of target lesions for the 6-month period prior to enroliment and the s Rivoceranib Dose (Orally Once Daily) Median TTP, | 9.1 (85-13.8) | 9.3(85-13.6) | 9.0(7.3-135) | 10.8(8.5-13.8) | 16.4(8.9-19.1) | 8.9 (5.3-12.9) Note: Any grade treatment-emergent adverse events in 20% of patients by MedDRA preferred term
to study entry, which was defined as >20% increase in radiologically or clinically first 6 months on study treatment are shown in Figure 4. A 700 mg % 500 mg MM 400 mg HM 300 mg 200 mg 100 mg mo (95% Cl )
measurable lesions or appearance of new lesions PFS, progression free survival; TP, time to progression.
| | | | | | | | | | | | | |
e Presence of at least one measurable target lesion evaluable by RECIST v1.1 Table 2: Response per RECIST v1.1 Assessed by Investigator and 0 2 4 6 8 10 12 14 16 18 20 22 24
e Prior VEGFR TKI itted if di | ithin 5 half-I; j : : : N : : Time from Ri ib First Dose (Month Figure 6: Kaplan-Meier Estimates of Progression-free Survival
ror exposure was permitted if discontinued within 5 half-lives prior to Blinded Independent Review Committee in the Efficacy Evaluable Ime from Rivoceranib First Dose (Months) : : : CONCLUSIONS
rivoceranib treatment . . . per RECIST v1.1 Assessed by InveStlgatOr In the Eﬂ:lcacy
Population? and by Prior VEGFRIi Treatment Evaluable Population
e ECOG performance status of 0 or 1 —_ ) . . - - _ -
P | | Total VEGFRi-naive VEGFRi-treated F'Q“re 4: Change in Sum of Tgrget Lesions for the 6-month Period 10 e RM-202 is the largest multicenter trial of VEGFR TKI therapy in patients with R/M ACC,
* Treated central nervous system (CNS) metastases were permitted if stable for n=73 n=60 n=13 Prior to Enrollment and the First 6 Months on Study per RECIST v1.1 " + Censored : : - : oy - .
. _ _ : _ 0.9 iy the first trial to require progression within 6 months prior to the ftrial, solely per
\ 4 weeks prior to study treatment _ Assessed by Investigator in the Efficacy Evaluable Population a foeeses Y RECIST v1.1, and the first trial to report ORR using BIRC.
ORR°n (%) | 11(15.1) 7(9.6) 11(18.3) 5(8.9) 000 2(15.4) 100- o o, 087 T e In patients with R/M ACC, more than half of whom had received prior systemic therapy,
(95% Cl)° (7.8-25.4) (3.9-18.8) (9.5-30.4) (2.8-18.4) (0-24.7) (1.9-45.4) [ VEGFRi-naive = . .
. o A il - ' = 80 - VEGERi-treated = 0.7- rivoceranib demonstrated:
est overall response, n (%) 5 © _ _ _
_ ) CR 7 0 0 0 0 e < 60- 2 0.64 ==y — Investigator-assessed ORR of 15.1%, median DOR 14.9 months, median PFS
Primary: Secondary: Exploratory: - e 706 10189 563 0 > (15.4) = g 40 4 A 054 of 9 months, and disease control for >3 months in over 60% of patients, regardless of
e Objective response rate e Duration of response (DOR) by e Disease control rate : : : : : c © © e E—— rior VEGFRIi therapy.
= £ > 4 LA et P Py
(ORR) per RECIST vi.1as | investigator and BIRC (DCR)? by investigator SD 54 (74.0) 61 (83.6) 43 (71.7) 51(85.0) 11(84.6) 10(76.9) o § 20+ s 04- i = _ BICR- 4 ORR of 9.6%. median DOR 7.2 months. and a DCR of 64.4%
assessed by the e Progression-free survival (PFS) and BIRC PD 8 (11.0) 4 (5.5) 6 (10.0) 3 (5.0 2 (15.4) 1(7.7) % 2 0 (3 0.3- - — dss5esse Ol 9.070, Median -< MONtns, and a O 70
investigator and by at 6 months, 12 months, and * ORR based on the Median DOR, 14.9 7.2 14.9 7.9 NE 6.3 S O 0. \ Events Median 95% CI — CHOIl-assessed ORR of 51.7%, median DOR 14.8 months, and a DCR of 61.7%
bllnded Indep.endent 2 years by inVGStigator and BIRC CHOI Criteria13 months (IQR) (119_1 73) (55_83) (119_1 73) (54_83) (NE_NE) (55_71) :E.'o § -20 1 . Rivoceranib 73 54 9.0 (75, 128) ------------- ¥ 4 PY The Change |n sum Of target IeS|0nS for the 6_month perlod prlor to enro”ment and the
review committee (BIRC) | ¢ Time to progression (TTP) by evaluated by BIRC® DCR, n (%) 47 (64.4) 48 (65.8) 37 (61.7) 39 (65.0) 10 (76.9) 9 (69.2) £ % -40- 0.1 VEGFRi-naive 60 44 9.0 (7.3,12.8) b first 6 months on study demonstrates the efficacy of rivoceranib in this progressing
investigator and BIRC (95% Cil)° (52.3-75.3) | (53.7-76.5) (48.2-73.9) (51.6-76.9) (46.2-95.0) (38.6-90.9) x 2 0ol ~~ VEGFRitreated 13 10 10.6  (7.1,17.7) Iati
e Qverall survival (OS) at 1 and 2 years *Effi i | | i | | = © 607 | ' ' ' ' ! ! ! ' ! popuiation.
icacy evaluable was defined as patients treated with at least one dose of rivoceranib who have at least one post-baseline tumor assessment. 0 3 6 9 12 15 18 21 24 ] i . ] i i .
e Safet bPatients with a best overall response of PR/CR. Best overall response of PR/CR must be confirmed for inclusion in the numerator of ORR. -80 - . . o The Safety prof”e of r|Voceran|b was manageab|e, Wlth an AE prof”e consistent Wlth other
\ y °Calculated using the Clopper-Pearson method. . Progressmn-free Survival (Months) VEGFR TKI
aDisease control rate was defined as the proportion of patients who achieved a confirmed complete response, confirmed partial response, or stable “Disease control rate was defined as the proportion of patients who achieved a confirmed complete response, confirmed partial response, or stable -100 - No.at Rlsfk G S
disease for >3 months from the start ofs’ﬁjd;)treatmenfc). P P ’ P P ’ disease for >3 months from the start of study treatment. 1 T T T T T’ -’ T T *-7T1T°1T1T 1T 1T T T T T T T T T T T T T T1 Rivoceranib 73 60 47 32 22 17 11 S 0 ° Th . d .t .t .t d . .t .t f . b . I d f Fth
*Exploratory evaluation of ORR by BIRC was added as investigators observed reduction in tumor density on rivoceranib treatment without changes in CR, complete response; DCR, disease control rate; DOR, duration of response; IQR, interquartile range; NE, not evaluable; ORR, objective response 9876543210123 45678931011121314151617181920212223 VEGFRi-naive 60 49 38 26 18 13 9 4 0 ese pr.orT.]ISIr.\g ata Warran. continued nves Iga on o rIV.Oceram. , INCIU Ing . ol
tumor lesion diameter. rate; PD, progressive disease; PR, partial response; SD, stable disease o o o Time from Rivoceranib First Dose (Months) VEGFRIi-treated 13 11 9 6 4 4 2 1 0 dose optimization, as a potential new treatment option for patients with R/M ACC.
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