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Table 4. AE di f lity: Patients with ND AML iving 500 ivosidenib (n=34) Table 5. R i tient iving 500 ivosidenib Table 6. IDH1 mutati I Patients with ND AML iving 500 ivosidenib (n=30)

BAC KG ROU N D RESULTS Most common AEs (220% of patients) Any grade, n (%) Grade 23, n (%) Patients with ND AML IDH1 mutation

» Somatic mutations in isocitrate dehydrogenase (IDH) 1 and 2 result in accumulation of the oncometabolite Table 2. Disposition and treatment duration Diarrhea 18 (52.9) 2 (5.9) receiving 500 mg ivosidenib clearincea
D-2-hydroxyglutarate (2-HG),"? which leads to epigenetic changes and impaired cellular differentiation.>® T T R AT _ n=33 n (%)

« Mutant IDH (mIDH) has been identified in multiple solid and hematologic tumors. In acute myeloid Fatigue 16 (47.1) 4(11.8) CR+CRh rate, n (%) [95% CI] 14 (42.4) [25.5, 60.8] CR+CRh 14 9 (64)

receiving 500 mg ivosidenib

leukemia (AML), mIDH1 is found in ~6—10% of patients,® and is associated with an adverse prognosis.” - Nausea 13 (38.2 2(59 Time to CR/CRh, median (range), months 2.8 (1.9-12.9) CR 10 5 (50)
- Ivosidenib (AG-120) is a first-in-class, oral, potent, reversible, targeted inhibitor of the mIDH1 L= u (38.2) (5.9) Duration of CR/CRh, median [95% CI], months NE [4.6, NE] CRh 4 4 (100)
' ard 1 ard Uafior oo ’Ip T 9 | . bt Ongoing treatment, n (%) 7 (20.6) T m— 12 (35.3) 1(2.9) CR rate, n (%) [95% CI] 10 (30.3) [15.6, 48.7] Others 16 0
enzy./me,' and is under evaluation in multiple clinical trials as a single age.n an |-n combina pns. Discontinued treatment, n (%) 27 (79.4) Time to CR, median (range), months 2.8 (1.9-4.6) Non-CR+CRh responders 4 0
* lvosidenib has been approved by the US FDA for the treatment of adult patients (with a susceptible IDH1 PD 13 (38.2) Leukocytosis 9 (26.5) 1(2.9) Duration of CR, median [95% Cl], months NE [4.2, NE] Nonresponders 12 0
mutation as detected by an FDA-approved test) with relapsed or refragt(_)!'y (R/R) AML, or with newly AE 5 (14.7) J— 9 (26.5) 4(11.8) CRh rate, n (%) [95% CI] 4 (12.1)[3.4, 28.2] p-value® <0.001
diagnosed (ND) untreated AML who are 275 years of age or have comorbidities precluding chemotherapy. Hematopoietic SCT 3(8.8) Time to CRh, median (range), months 3.7 (1.9-12.9) *Defined as a reduction in m/IDH1 VAF to levels below the limit of detection of 0.02-0.04% (2—4 x 10~ by digital PCR for at least one on-study time
—The approval was on the basis of data from the ongoing phase 1 study of mIDH1 advanced Withdrawal of consent 4 (11.8) Edema peripheral 9 (26.5) 0 Duration of CRh, median [95% CI], months 6.5 [2.8, NE] point, R S CReCRA M o i o
hemat0|og|c mal|gnanC|eS (Figure 1).11 Death 1 (29) . ORRa by mIWG, n (%) [95% CI] 18 (54-5) [36.4, 71.9] p-value base (_)n Isher's exact test comparing mutation clearance In patients with a best overall response O + with patients with other
Investigator decision 1(2.9) Thrombocytopenia 9 (26.5) 5(14.7) Time to first response, median (range), months 1.9 (0.9-3.6) responses (non-CRrCRN responders and nonresponders)
In posttransplant follow-up, n (%) 2(5.9) Dyspnea 8 (23.5) 1(2.9) Duration of response, median [95% Cl], months NE [4.6, NE]
OBJECTIVE Discontinued study, n (%) 24 (70.6) Best response by mIWG, n (%) : ] ] ]
Treatment duration, median (range), months 4.3 (0.3-40.9) Hypomagnesemia 8 (23.5) 0 CR 10 (30.3) Figure 6. Co-occurring mutations at baseline (NGS, n=33)
* To report updated data on the safety and efficacy of ivosidenib in patients with ND AML not eligible for Data cutoff: November 2, 2018 o CRi/CRp 6 (18.2)
standard therapy, who are enrolled in the first-in-human, phase 1, dose escalation and expansion AE = adverse event; PD = progressive disease Dizziness 8(23.9) 0 PR 1(3.0)
study of patients with mIDH1 advanced hematologic malignancies. _ o Arthralgia 7 (20.6) 1(2.9) MLFS 1(3.0) CR cRh [ [NocreR” Nonresponders
Table 3. Baseline characteristics sSD 10 (30.3) b it searance
i \\\\III-]F- N S I o o 4]
METHODS Characteristic Patients with ND AML Hypokalemia 7(20.8) 1(2.9) PD 3(9.1) Epigeneics % o om [EE
receiving 500 mg ivosidenib Constipation 7 (20.6) 1(2.9) NA 2(6.1) - I N 121
. Thi : ) : : o : : n=34° Data cutoff: November 2, 2018 = —— L F NRAS
This s.tudy is an opgn label, multlcenter trial (CllnlcngrlaIs.gov NCT02074839,.F|gure 1). | Abdominal pain 7 (20.6) 12.9) ORR ingludes OR, CRICRp, MLES, and PR s ’iz = IEEE&”
« Baseline co-occurring mutations were assessed using a targeted next-generation sequencing (NGS) Female/male, n 15/19 mIWG = modified IWG; NE = not estimable; SD = stable disease; NA = not assessed = = E—— — Ep—— |
panel that detects common variants in hematologic malignancies. ﬁge, m:adlan (ra?g‘i)’ s 76.5 (64-87) Insomnia 7 (20.6) 0 Diferentition o |y ™ - e, T
. . . : . ge category, n (% o = NOTEH1 by
rngtH I1F\>/ (a:garg allele f:equte_ ncyl (VAF?. m_tbofn : rtnac[_row fmon<;BuH<:1legrOc2ellg (\;\:ﬁ; detected using BEAMing 60 to <75 years 15 (44.1) Epistaxis 7 (20.6) 0 Figure 4. Duration of treatment and best overall response: Patients with ND AML receiving ‘ - [ o _E
igita (Sysmex Inostics; lower limit of detection for m , 0.02-0.04%). >75 years 19 (55.9) e o S (e e T SAE, n (%) 500 mg ivosidenib (n=33) Spicing | - S . — R sror2
ECOG PS at baseline, n (%) =97 Ot p T Chromatin = ] _-_-| E_| _ F_%%G}
Figure 1. Study design C1> 280((253358)) IDH differentiation syndrome 5(14.7) ‘ = 5 — = - ’- — _ — ¥
. - L
2 5(14.7) Febrile neutropenia 3(8.8) £ i i
—
/ . Dose expansion (n=180) \ 3 1 (2'9) P i 3(8.8 $ o ) In this heatmap, each column corresponds to a single patient, arranged by best overall response to ivosidenib. Detected known or likely oncogenic
Dose escalation (n=78) Enroll lete: 500 ma QD i t 28-d | Nature of AML, n (%) neumonia (8.8) , P, P gle p , ged by P : y 9
Enroliment complete nroliment complete: mg In continuous zo-day cycles . De novo 8 (23.5) asr . nR1$:<at_|ons aretz d?note_d b)ll(_boxes and shaded by VAF category
R/R AML in 2nd+ relapse, relapse after SCT, refractory to induction or Seconda 26 (76 5) ECG QT prolonged 2(3.9) * * \ - receplorfyrosine kinase )
/ Patients with mIDH1+ \ reinduction, or relapse within 1 year, n=126 . Y ’ . P —
advanced hematologic ’ H!Story of MDS 18 (52.9) Fatigue 2 (5.9) A .
malignancies Untreated AML not eligible for standard of =25 | HIStOry Girlul=D : (118) Data cutoff: November 2, 2018 — )
Oral ivosidenib daily nireate not eligible Tor stanaara or care, n= ) Treatment'related 3 (88) ECG = ele(;trocardiograr;l; SAE = serious adverse event : . CON C LUSIONS
in continuous N Other 1(2.9) R ©
28-day cycles o Other non-AML mIDH1 R/R advanced hematologic malignancies, n=11 Prior HMA, n (%) 16 (47.1) p Thi ' [ igi
) ) L : : 0 N CR CRI/CR PR MLFS * This cohort of patients with mIDH1 ND AML not eligible for standard therapy represent a
Yoy fid e ~ Cﬁgrerggtc;?agk siatus by investigator. n (%0 24 (70.6) Figure 3. AEs of interest: Patients with ND AML receiving 500 mg ivosidenib (n=34) = ~ 50 =pD = NA © Transplant molecularly defined elderly population with a poor prognosis.
\\ - "~/ o Other R/R AML not eligible for Arm 1, n=18 ) Poor 9 (26.5) ' ! - ® Progression # CRh = Ongoing 4 Prior HMA -+ Ivosidenib induced durable responses, including in patients who had previously been treated
Unknown 1 (29) I T T T T T T T T T T T T T T T T T T T T T with HMAs:
o _ Data cutoff: November 2, 2018 e N ) L A }?eat:;ent Lirati:n (rﬁinthi‘r)’ 2r 29 31 33 35 37 39 4 - Overall CR+CRh rate of 42.4%, median duration not estimable, lower bound of 95% CI 4.6 months.
BID = twice daily; QD = once daily; SCT = stem cell transplant *One patient enrolled in dose escalation tested positive for the IDH1-D54N mutation with local testing and did not test positive for the IDH1-R132 . . . . . b - ORR of 54.5%, median duration not estimable.
§ J mutation with the companion diagnostic test . . Leukocytosis Differentiation syndrome (DS) Duration of response CR+CRh CR Overall response T
ECOG_ PS = Eastern Cooperative Oncology Group Performance Status; HMA = hypomethylating agent; MDS = myelodysplastic syndrome; - Grade 3 leukocytosis reported in 1/34 patients (3%) - All grades reported in 6/34 patients (17.6%) P P * lvosidenib was well tolerated.
 The primary efficacy endpoint was complete remission (CR) plus CR with partial hematologic recovery MPD = myeloproliferative disease . Not fatal . Resolved inlall 6 patients Median (95% Cl), months NE (4.6, NE) NE (4.2, NE) NE (4.6, NE) — AEs of interest were managed with standard-of-care treatments and brief ivosidenib dose
(CRh, Table 1). - - Smde 25 351N 3/(5.5%) patients faplan-Helor survivay rate,  monihs oo s roon - %ZQSV?SHZ i)swr?gtuelrgf . rade 23 AEs, including febrile neutropenia
« Additional endpoints were overall response rate (ORR), CR, duration of response, and time to response. Figure 2. Baseline co-mutation rates: Patients with ND AML receiving 500 mg ivosidenib (n=33) *  2/6 patients had co-occurring leukocytosis Kaplan-Meier survival rate, 12 months 61.5% 77.8% 63.0% . 2 i ’ < > .
: o . . . . : : - i i 8%) Overall survival, median (95% Cl), months 12.6 (4.5, 25.7) * Transfusion independence was observed across response categories.
« ORR comprised CR, CR with incomplete hematologic or platelet recovery (CRi/CRp), partial remission ( ) Study drug held in 3 patients (8.8% ) ) ’ S : o ) ) _ _
(PR), and morphologic leukemia-free state (MLFS, Table 1). 40 - ECG QT prolongation - No instances of DS led to dose reduction, Duration of follow-up, median (range), months 23.5 (0.6—40.9) * Ivosidenib induced /DHT mutation clearance in five of 10 patients with CR and in all four patients
, , - All grades reported in 6/34 patients (17.6%) permanent treatment discontinuation, or death Dot cutorf: Novernbor 2. 2013 with CRh.
. . . . ata cutoff: November 2, . . . . o . .
Table 1. Response definitions® 35 1 - Grade 23 reported in 3/34 patients (8.8%) . ?ﬁ;mponse in patients with DS: 3 CR, 2 CRh, HMA = hypomethylating agent * These results support the ongoing studies of ivosidenib in patients with mIDH1 AML:
- Study drug was reduced in 2 patients and held in \. J/ - Phase 1 ivosidenib + azacitidine in patients with ND AML not eligible for intensive chemotherapy
Response Bone marrow Absolute neutrophil Platelets, /pL 30 7 4 patients \_ J (see Poster 7011, DiNardo CD et al).
blasts, % count, /uL ~ s + No instances were fatal - AGILE: global, phase 3, ivosidenib + azacitidine versus placebo + azacitidine in patients with
S } - ot - . . s . iqi ' ' ke
CR <5 >1000 >100,000 Py . QEF}[Olongm'g TedIcatlt(')r)sfSUIt(':h o antlfuﬂgalsd Figure 3. Transfusion independence across response categories in patients who were ';Eaég/l |1_ ir:/(z;[s(ieclilgln?l;ei;ogérrﬁl%?ﬁé\;ggrﬁmost?aerzggzd AML induction and consolidation therapy in
< i an uoroquinolone anti-intectives were allowe 4 = - - . Y H H H = -
CRh <5 >500 >50,000 2 20 on study with monitoring e Sl PR GEAAR FEUERE T (0 LB M) e M g Rt Bl 2 =ek) patients with ND AML eligible for intensive chemotherapy.™
CRi <5 <1000 >100,000 & 45 \ J - HOVON 150 AML/AMLSG 29-18: phase 3, multicenter, randomized, placebo-controlled ivosidenib in
CR <5 1000 <100.000 100 7 100 mm Overall combination with induction, consolidation, and maintenance therapy in patients with ND AML or
P ’ 10 - e T B 2 8 0,000/ arade 4 = dinical manifestation of leukostasi i tervention indicated == CR MDS with excess blasts-2 eligible for intensive chemotherapy (ClinicalTrials.gov NCT03839771).
MLFS <5 _ _ bR;apoerted—t:I;// i:]\?esggatgr.e coun , mm; grade 4 = clinical manirestation or leukostasis, urgent intervention inaicate c 80 - cRh
PR 5-25° >1000 >100,000 S VA = not assessed y '§ 9 mm  Non-CR/CRh responders Acknowledgments
IWG responses, including CR, reported by investigator; CRh derived by sponsor 0+ NG SR N G o 29 60 4 Nonresponders Yr‘]’fe‘;"t?“;‘zo'ge;gér{ﬁgﬁ tsqgffgﬂgnlfsmggﬂgk part in this study, the principal investigators, current and former
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|\7\?§/=° [fifﬁgﬁznm Working Group v & ¢ ° © © 4 ¢ « CR+CRh and CR rates were 42.4% and 30.3%, respectively (Table 5). £ g 50 This study was funded by Agios Pharmaceuticals, Inc.
. . . . . ® 8 404 44 GJR, CDD, EMS, SdB, ASM, GTP, JKA, MLA, HPE, DAP, ASS, JMW, ATF, HMK, MST, and RMS: disclosures "
e 8%’71%?:] rt?]t(t;:-svevz?,vsh?r.:c/; rgi? 5) in patients who had previously been treated with HMAs, and 55.6% § § are avlailable ’;hr(’:ugl?htr}g ASC(()j meteti?g |Ii5béaAryAB_F and HL:IAgios " en&plct)yrr‘lﬁn’idand ﬁqckho]!d?r.dBV\/{\: é’-\gios L,
. . . , . ] — employment, stocknolder, an atents. . 10S — employment ana stocknholaer at time o1 study, vance
 Enroliment completed on May 8, 2017. The data cutoff date for this analysis was November 2, 2018. Assessed using NGS panel for hematologic malignancies; mutations occurring in =2 patients shown o _ G ooyt bonauing. P g ploy y -
« The analysis set comprised all patients with ND AML whose ivosidenib starting dose was 500 mg QD, E)urlzﬁp:)ar:isvriwtthetr;]recz)l(lzc:ni;adn?zﬁ g;cariiizg :Z:;ted positive for the IDH1-D54N mutation with local testing and did not test positive for the IDH1-R132 . Iv03|den|p induced durable respopses (Table 5 and FIgLIII"e 4). o o 20 Editoriﬁl ngSiS/E\ar'lce was provided by Christine Ingleby, PhD, Excel Medical Affairs, Horsham, UK, and Sglz;n;(iﬂ: :)Oo:fgfi)vag
(n=34; n=9 from dose escalation and n=25 from dose expansion, Arm 2). \ 9 Yy « Of 21 patlents_, who were t_ransfu3|on dependent at baseline, 43% became transfgsmn independent for . . . SRZF;ZSe r?cesy g10s. RpIU2UINR
. . . . . . iy > i i i thi t
Efficacy endpoints were assessed n patients with ND AML confimed posiive for miDH by the ransiusion independent at baselne, ndependence was mantained for 556 days his on reatment O e T 1 0o Lo N PSSR, B Mgl Corer C0l0 et 8 Nt Caneor il
companion diagnostic test (n=33). « Common AEs of any causality are shown in Table 4. Most AEs were grades 1-2 and unrelated to treatment. . Iiil?di?;oni;r;uizznlgl—rly er‘n : ;T; Lnil,elgraenpceeninelcr)]cfr?ewriz rr::je\l/:/n r:cl)r;]i nuoclrle-ar Ceﬁ;/s( 1\% bllz :;1 reatment. Cel Z0T119:17-30, 4. LuC stal Nature 2012,483:474 8. 5. Saha Sk stal. Natur 2014,213:110- 8. Znou KG Responsa (GR) Cods re o
« Disposition, treatment duration, baseline characteristics, and baseline co-occurring mutations are * AEs _of mterest were managed using standard-of-care treatments and ivosidenib dose modifications as _ _ _ . ' Postbaseline transfusion independence defined as no transfusion for at least one 56-day period. Data cutoff: November 2, 2018. Non-CR/CRh 2: Zl iec“é‘ b};n;pgﬁgn? Eg:tzzg? 532;3%?53-'5?' 1F$ .”Siﬁl';r%?éé‘ 'gtf 'ﬁ/’é’n';/e J /%/1%112'220'122;%_%:'2ggég%?o;“z(fléﬁgg# pr;?:nti)ses;:r?:‘?g;c:gévggc::d
shown in Tables 2 and 3, and Figure 2. required (Figure 3). * -Thﬁ most ;requent co-occurring mutations and mutational burden by clinical response are shown responders include patients who achieved CRi, CRp, or MLFS but not CRh BD et al. J Clin Oncol 2003;21:4642-9. 13. Stein EM et al. J Clin Oncol 2018;36(15 Suppl):Abstr TPS7074. the author of this poster
in Figure 6. \L J 14. Stein EM, et al. Blood 2018;132(Suppl 1):Abstr 560.
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