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REACH 2 — CINC424C2301 !

NOVARTIS

A phase lll randomized open-label multi-center study of ruxolitinib versus best
available therapy in patients with corticosteroid-refractory acute graft vs host
disease after allogenic stem cell transplantation
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Ruxolitinib for Glucocorticoid-Refractory

Acute Graft-versus-Host Disease

Robert Zeiser, M.D., Nikolas von Bubnoff, M.D., Jason Butler, F.RA.C.P.,
Mohamad Mohty, M.D., Ph.D., Dietger Niederwieser, M.D., Reuven Or, M.D.,
Jeff Szer, F.RAA.C.P., Eva M. Wagner, M.D., Tsila Zuckerman, M.D.,
Bruyére Mahuzier, Pharm.D., Judith Xu, M.Sc.,, Celine Wilke, M.D.,
Kunal K. Gandhi, M.D., M.P.H., and Gérard Socié, M.D., Ph.D.,
for the REACH2 Trial Group*

ABSTRACT

BACXGROUND

Acute graftversus-host disease (GVHD) remains a major !imitation of allogeneic stem-
cell transplantation; not all patients have a response to standard ghicocorticoid treas
ment. In a phase 2 trial, ruxolitinib, a selective Janus kinase (JAK1 and JAK2) inhibitor,
showed potential efficacy in patients with glucocorticoid-refractory acute GVHD.

METHODS

We conducted 2 multicenter, randomized, open-label, phase 3 trial comparing the ef
ficacy and safety of oral ruxolitinib (10 mg twice daily) with the investigator's choice
of therapy from a list of nine commonly used options (control) in patients 12 years of
age or older who had glucocorticoid-refractory acute GVHD after allogeneic stem-cell
transplantation. The primary end point was overall response (complete response or
partial response) at day 28. The key secondary end point was durable overall response
at day 56.

RESULTS

A total of 309 patients underwent randomization; 154 patients were assigned to
the ruxolitinib group and 155 to the contro! group. Overal! response at day 28 was
higher in the ruxolitinib group than in the control group (62% [96 patients] vs.
39%& [61]; odds ratio, 2.64; 95% confidence interval [CI], 1.65 to 4.22; P<0.001).
Durable overal! response at day 56 was higher in the ruxolitinib group than in the
contro! group (40% [61 patients] vs. 22% [34]; odds ratio, 2.38; 95% CI, 1.43 to 3.94;
P<0.001). The estimated cumu!ative incidence of loss of response at 6 months was
10% in the ruxolitinib group and 39% in the control group. The median failre-free
surviva! was considerably longer with ruxolitinib than with control (5.0 months vs.
1.0 month; hazard ratio for relapse or progression of hematologic disease, non—
relapse-related death, or addition of new systemic therapy for acute GVHD, 0.46;
95% CI, 0.35 to 0.60). The median overal! survival was 11.1 months in the ruxolitinib
group and 6.5 months in the control group (hazard ratio for death, 0.83; 95% CI,
0.60 to 1.15). The most common adverse events up to day 28 were thrombocytopenia
(in 50 of 152 patients [33%] in the ruxolitinib group and 27 of 150 [1&%] in the
control group), anemia (in 46 [30°%] and 42 [28%], respectively), and cytomegalo-
virus infection (in 39 [26%] and 31 [2F%]).

CONCLUSIONS

Ruxolitinib therapy led to significant improvements in efficacy outcomes, with a
higher incidence of thrombocytopenia, the most frequent toxic effect, than that ob-
served with contro! therapy. (Funded by Novartis; REACH2 ClinicalTrials.gov num-
ber, NCT02913261.)
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Ruxolitinib for Glucocorticoid-Refractory Acute GVHD

PHASE 3, MULTICENTER, RANDOMIZED, OPEN-LABEL TRIAL
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REACH 3 — CINC424D2301 !

NOVARTIS

A phase lll randomized open-label multi-center study of ruxolitinib versus best
available therapy in patients with corticosteroid-refractory chronic graft vs host
disease after allogenic stem cell transplantation
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REACH 3 - CINC424D2301 U

NOVARTIS

Study Design of a Phase 3, Randomized, Open-Label,
Multicenter Study to Evaluate Ruxolitinib Over BAT in
Patients with Corticosteroid-Refractory Chronic Graft vs
Host Disease after Allogeneic Hematopoietic Stem Cell
Transplantation (REACH-3)

Robert Zeiser ', Ron Ram *°. Stephen Ronan Foley *,

Moshe Yeshurun *~, Franco Locarelli ®, Andrew Artz ©

Brian Gadbaw °, Edric Atienza ®, Norbert Hollaender ©,
Patricia Deloite "', Takanori Teshima <. ' Department of
Hematology, Oncology and Stem Cell Transplaniation,
University Hospital Freiburg, Freiburg, Germany; ¥ BMT Uni,
Tel Aviv Medical Center, Tel Aviv, Israel; ? Sackler Faculty of
Medicine, Tel Aviv University, Tel Aviv, Israel; * Department of
Pathelogy and Molecular Medicine, McMaster University,
Hamilton, ON, Canada; ° Institute of Hemaotology, Davidoff
Cancer Center, Rabin Medical Center, Petah Tikva, Isroel;

" Department of Pediatric Hematology/Oncology, Bambino
Gesti Children's Hospital, Rome. Italy; ¥ Department of
Pediatric Hematology/Oncology, University of Pavia, Pavia,
Italy; ® Section of Hematelogy/Oncology, Department of
Medicine, University of Chicago, Chicago, IL; % Novartis
Pharmaceuticals Corporation, East Hanover, NJ; ™ Novartis
Pharma AG, Basel, Switzerland; ' Incyte Corporation,
Wilmington, DE; ™ Department af Hematology, Hokkaido
University Faculty of Medicine, Graduate School of Medicine,

Sapporo, fapan

Pl: Prof Domenico Russo



REACH ROLLOVER — CINC424A2X01B !

NOVARTIS

An open-label, multi-center, Phase IV rollover protocol for patients who have
completed a prior global Novartis or Incyte sponsored ruxolitinib (INC424) study or
ruxolitinib and Panobinostat (LBH589) combination study, and are judged by the
investigator to benefit from continued treatment
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LETERMOVIR — MK-8228 9 MSD

A phase lll randomized, double-blind, placebo-controlled clinical trial to evaluate
the safety and efficacy of letermovir (LET) prophylaxis when extended from 100
days to 200 days post-transplant in cytomegalovirus (CMV) seropositive recipients
(R+) of an allogenic hematopoietic stem cell transplant (HSCT)

14 weeks on treatment

Study phase: I ( A \
. . . + Leterm(‘)’:;rsformﬂ Study Therapy
Primary objective:
. . Transp[ant Week 14 Week 28 Week 48
To evaluate the efficacy of letermovir (LET) S L T
. . (Day 1 of Study) (End of Study Therapy)

versus placebo when LET prophylaxis is primary

Letermovir Arm ndpoin
extended from 100 to 200 days post-transplant, (200 days LET total
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with clinically significant CMV infection from i N,
N=72
Week 14 (100 days) post-transplant throught St
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GRAVITAS-309 - INCB39110-309 (ncyse)

A phase II/1ll study of itacinib and corticosteroids as initials treatment for chronic
graft-versus-vost disease

Part 1 expantion

Treatment Group A: Itacitinib 300 mg QD + Corticosteroids

Study phase: 1I/1ll (n = 35 including Part 1 participants)

Primary objective: Treatment Group B: Itacitinib 400 mg QD + Corticosteroids
To evaluate the PK of S ———————
Itacinib when administered Treatment Group C: Itacitinib 300 mg BID + Corticosteroids
in combination with o (n = 35)
corticosteroids in the study Treatment Group D: Corticosteroids monotherapy
population (n=35)
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M19-063 (VEN-AZA) cbbvie

A randomized, open label phase 3 study evaluating safety and efficacy of
venetoclax in combination with azacitidine after allogenic stem cell transplantation
in subjects with acute myeloid leukemia (AML) (VIALE-T)

Study phase: Il VEN-AZA
Safety ///f
Primary objective: D‘\’/SEGNL_Z‘;‘X 1 expansion t?g
To determinate the 12 pz \ Best
recommended Phase 3 dose \ /' supportive
care

of venetoclax in
] ) ) Dose Dose
combination with Level 2 § Level3
azacytidine in AML patients

when given as maintenance
therapy following allogenic
stem cell transplantation
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M19-753 (NAVITOCLAX)

obbvie

A phase | open-label evaluating the safety and tolerability, and pharmacokinetics of
navitoclax monotherapy and in combinations with ruxolitinib in myeloproliferative

Study phase: |

Primary objective:
Evaluate the effect of
navitoclax on corrected QTc
interval by Fridericia's
correction formula (QTcF) in
subjects with MPN or CMM

neoplasm subjects

sl LIy
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Single Dose *Steady-state Steady-state
Navitoclax Mavitoclax Mavitoclax
ECG/PK ECG/PK ECG/PK

* If 300 mg is not tolerated, dose may be
reduced to 200 mg followed by 100 mg,
but ECG/PK to be collected after being on
a stable dose for at least 4 days

Pl: Prof Domenico Russo



GALINPEPIMUT-S (GPS) — SLSG18-301

A randomized, open-label Study of efficacy and safety of galinpepimut-S (GPS)
maintenance monotherapy compared to investigator’s choice of best available

Study phase: Il

Primary objective:
Compare the efficacy of GPS
to Investigator’s choice of
best available therapy (1:1)
on OS in subjects with AML
who care in CR2/CRp2

therapy in subjects

AML in CR2 post-SLT" in patients =18 yrs (incl.
CRp2 but with adequate ANC and ALC counts)
N=116
Ineligible for/unable to undergo Allo-S5CT
~30-50 centers {50:50 US/EU)
Stratification axes:
CR2 vs CRp2 status
Cytogenetics risk category at initial
diagnosis (poor vs all other vs unknown)
Duration of CR1 (512/>12 months)
MRD status
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GM-CSF (70 pg/dose; d-2 & d0)
Schedule of Administration (weeks)
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Best Available Therapy (BAT)

Clinician’s choice: Observation (incl. hydroxyurea
palliation); HMAs and/or Venetoclax and/or; Low-
dose Ara-C
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