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Regoratenib compared with lomustine in patients with
relapsed glioblastoma (REGOMA): a multicentre, open-label,
randomised, controlled, phase 2 trial
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REGOMA: study design
B

A randomized, multicenter, controlled open-label
phase |l clinical trial

& 3
rGB after RT/TMZ (Stupp protocol)
* PD by RANO criteria ot least 12 weeks after Regoraferlib
completion of radiotheropy, unless the 160"‘3,“' (3 meh on, 1 mek ofﬂ

recurrence is outside the rodiotion field or
has been histologically documented

* At Jeast 1 bi-dimensionally measurable
target lesion with 1 diameter of at least

Lomustine
10mm
* Histologicolly confirmed glioblastoma (GB) 110'"8/ m2 ﬂa\d (Wel'v 6 weeks)
* ECOGPSO0-1(KkPS270)
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» Stratification factors: center and surgery at recurrence
» Study location: 10 centers in Italy

Lombardi G et al, Lancet Oncology 2019




119 randomized patients from November 2015 to February 2017

Patients
Median age (range)

Gender
male
female

ECOG PS
0
1

Surgery at recurrence

Steroids at baseline

MGMT at diagnosis
methylated
unmethylated

IDH1 at diagnosis
mutated
wild type

59

54.8 (24.8-76.1)

41 (69.5%)
18 (30.5%)

27 (45.8%)
32 (54.2%)

13 (22.0%)
31 (52.5%)

59 (100%)
28 (47.5%)
31 (52.5%)

44 (74.5%)
2 (4.5%)
42 (95.5%)

60

58.9 (27.1-77.7)

43 (71.7%)
17 (28.3%)

28 (46.7%)
32 (53.3%)

14 (23.3%)
37 (61.7%)

59 (98%)
26 (44.1%)
33 (55.9%)

38 (63.3%)
0 (0%)
38 (100%)




Overall Survival Probability
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Regorafenib
Lomustine
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Regorafenib

Lomustine

Total

59

60

Overall Survival
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Regorafenib
Lomustine
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28 14 8 2 1
" Median OS )
onths 12-month OS
0,
(95%Cl) fered)
7.4 38.9%
(5.8-12.0) (26.6-61.0)
5.6 15.0%
\_(4.7-73) / (7.4-25.1)

21 24
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p-value (95% Cl)
0.50
0.0009

(0.33-0.75)

Lombardi G et al, Lancet Oncology 2019




Progression Free Survival
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Regorafenib 50 26 10 7 2 ! 1 0
Lomustine 60 15 =] 3 0
Median PFS, [~ ) R
. 6-month PFS Log-Rank (Hazard Ratio
Arm Total Failed months (95%Cl) value (95%Cl)
(95%Cl) ° P °
. 2.0 16.9%
Regorafenib 59 56 (1.9-3.6) (8.7-27.5) 2.0 0.65
. 1.9 8.3% ' (0.45-0.95)
Lomustine 60 59 (1.8-2.1) \(3.1_17.0%)) . y

Lombardi G et al, Lancet Oncology 2019




Response Rates

| Regorafenib

Complete Response 1.7% 1.8%
Partial Response 3.4% 1.8%
Objective Response Rate 5.1% 3.3%
Stable Disease 39% 17.5%
Disease Control Rate 44.1% 21.1%
Progressive Disease 55.9% 78.9%

Chi-square test p-value=0.0059




Safety

Treatment Related Adverse Event | Regorafenib
(grade 3-4)

At least one event 33 (56%) 24 (40.0%)
Laboratory abnormalities

Lymphopenia 3(5.1%) 6(10.0%)
Thrombocytopenia 1(1.7%) 8(13.3%)
Neutropenia - 7(11.7%)

Increased Lipase 6 (10.2%) 1(1.7%) Drug-related adverse events led to dose
b. . b . 6 1 \ — . . :
HpREDilirdDRmI. (10.2% reductions in 17% and 18% of patients

Hypertransaminasemia 2(3.4%) 2(3.3%) ] ) ]
GGT increase 1(1.7%) 2 (3.3%) treated with regorafenib and lomustine,
Leucopenia - 2 (3.3%) respective|y

Serum amylase increase 2(3.4%) -

Hypertriglyceridemia 2(3.4%) -

Hypokalemia 1(1.7%) _ No treatment-related death was
Clinical Adverse Event reported

Hand-foot skin reaction 6(10.2%) -

Fatigue 2(3.4%) 1(1.7%)

Rash or desquamation 3(5.1%) -

Constipation 2(3.4%) -

Hypertension 1(1.7%) -

Dry skin/skin alteration 1(1.7%) -

Diarrhea

1(1.7%)




Activity of Larotrectinib in TRK Fusion Cancer
Patients with Brain Metastases or Primary
Central Nervous System Tumors

Alexander Drilon,* Steven G. DuBois,? Anna F. Farago,? Birgit Geoerger,% Juneko E. Grilley-Olson,”
David S. Hong,® Davendra Sohal,” Cornelis M. van Tilburg,® David S. Ziegler,® Nora C. Ku,°
Michael C. Cox,1° Shivani Nanda,1* Barrett H. Childs,'! Francois Doz12

1. Memorial Sloan Kettering Cancer Center, New York, NY, USA; Weill Cornell Medical College, New York, NY, USA; 2. Dana-Farber/Boston Children’s Cancer and Blood Disorders
Center, Boston, MA, USA; 3, Department of Medicine, Massachusetts General Hospital, Boston, MA, LSA; 4. Gustave Roussy, Department of Pediatric and Adolescent Oncology,
Université Paris Sud, Université Paris-Saclay, Villejuif, France; 5. University of North Carolina Hospitals, Chapel Hill, NC, USA; 5. The University of Texas MD Anderson Cancer Center,
Houston, TX, USA; 7. Cleveland Clinic, Cleveland, OH, USA; 8. Hopp Children’s Cancer Center Heidelberg (KiTZ), Heidelberg Universily Hospital and German Cancer Research Center
(DKFZ), Heidelberg, Germany; 9. Sydney Children’s Hospital, Randwick, Australia; 10. Loxo Oncology, Inc., South San Francisco, CA, USA; 11. Bayer HealthCare Pharmaceuticals, Inc,,
Whippany, NI, USA; 12. Institut Curie, University Paris Descartes, Paris, France.
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Methods

Adult phase | trial
(NCT02576431)

* Age =218 years
* Advanced solid tumours

Pediatric phase 1/l trial
(SCOUT, NCT02637687)

= Age 1 month to 21 years

* Locally advanced or metastatic
solid tumours or CNS tumours

Adult/adolescent phase Il
basket trial

(NAVIGATE, NCT02576431)
= Age 212 years

* Advanced solid tumours
* TRK fusion cancer

24 patients with

intracranial disease Endpoints

18 patients with primary
CNS tumors”

Objective response rate
Intracranial response*

6 patients with non-primary
CNS tumors and brain
metastases’

Objective responses
» RECIST 1.1 or RANO

- CNS eligibility criteria « Serial MRI/CT brain

. Asymptomatic and stable brain

metastases ree o
s Primary CNE tumost Initial larotrectinib dose

. 100 mg or 100 mg/m?

* TRK fusion status determined
by local molecular profiling

*Datva cutoff: February 19, 2019, TData cutoff date July 30, 2018, ¥in tumor for patients with brain metastases; not a formal endpoint. §SCOUT trial: neurologically stable and on stable dose of sterolds.
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RANO, Response Assessment in Neuro-Oncology; RECIST, Response Evaluation Criteria In Solid Tumors.
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Clinicopathologic Features: Primary CNS Tumors

Gender, n (%) Type
Female 10 (55%) Glioblastoma
Male 8 (45%) Glioma
: Glioneuronal
Age, median (range) 10 years (1-79) 5 o
Pediatric* 14 (78%) ;lott otherwise specified
Adult 4 (22%) LSS i

Prior therapies, n (%)

. —— —

Systemic therapy 15 (83%) Fusion?

Surgery or radiotherapy 13 (72%)

NTRK2
76% (n=13)
Number of prior systemic
el AR ol 1 (0—6)
therapies, median (range)
*Pediatric age range 1-106 years; adult age range 31-79 years, THistology based on initial CRF entries. For select tumors, WHO grade, |1DH mutation status, MGMT methylation status, and

1p/19q co-deletion status will be clarified in a future report. 13 cases were entered as “unknown grade”; however, these glioblastomas were assumed to be grade lll. §0ne patient not determined
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Histology (n=18, investigator-reported)t

n (%) Grade (High/Low/Unknown), n
6 (32%) 6/0/0"
4 (21%) 1/3/0
3 (16%) 2/0/1
3 (16%) 1/1/1
2 (15%) 1/0/1

Ta2% (n=2)[12% (n=2)

Presented By Alexander Drilon at 2019 ASCO Annual Meeting




Investigator-Assessed Efficacy of Larotrectinib in
TRK Fusion-Positive Primary CNS Tumors

_— n=14 evaluable patients

Objective response rate 36% (95% Cl: 13—65)

Best overall response”, n (%)
Complete response’ 2 (14%)*
Partial response 3 (21%)* | DCR 100%
Stable disease 9 (64%)

Progressive disease 0 (0%)
Disease control rate = 16 weeks?, n (%) 11 (79%)
Disease control rate = 24 weeks?, n (%) 10 (71%)

11.0 months

Progression-free survival, median (95% Cl: 2.8, NE)

Data cutotf date February 19, 2019, YInvestigator assessment based on RANO or RECIST 1.1, tPending confirmation. TAll responses were seen in pediatric cases (ORR 45%, n=5/11)
SDisease control rate = rnlnplr:h'-l response + partial response + stable disease. *"In 18 patients with median follow-up of4.4 months. Cl, confidence interval; RANO, Response Assessment in Neuro-Oncology
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Larotrectinib in TRK Fusion-Positive Primary
CNS Tumors: Response and Treatment Duration

Best change in tumor response’ Treatment duration

SD
SD
SD
PR
SD
PR
SD
PR
SD
SD
CR | L g

sD 3¢ Dose increased to 150 mg BID

b
CR =. P Treatment ongoing
s5D [ 3 ® Surgery

NE > @ Start of complete response
NE |7 Start of partial response

NE | EH Troatment after progression
NE |

0.03+ to 16.6+ months

] L] L] L) L] L] L] L]

0 2 a 6 8 10 12 14 16 18

B Astrocytoma Glioneural Glioblastoma [ Glioma [ NOS Time (months)

Data cutoff date February 19, 2019, Disease assessments were performed by investigators. *Tumor responses in patients with measurable disease and tumor values recorded at data cutott,
bhased on RANO sum of products of diameters, unless noted otherwise. tBased on RECIST 1.1 sum of longest diameter. CR, complete response; NE, not evaluable; PR, partial response;
RANO, Response Assessment in Neuro-Oncology; RECIST, Response Evaluation Criteria In Solid Tumors; SD, stable disease
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Phase 1/1B trial to assess the activity of
entrectinib in children and adolescents with
recurrent or refractory solid tumors including
central nervous system (CNS) tumors

Authors: Giles W. Robinsonl!, Amar Gajjar?, Karen Gauvain?, Ellen M. Basu?, Margaret E. Macy?, Luke
Maese>, Amit J. Sabnis®, Jennifer Foster’, Suzanne Shusterman®, Janet Yoon?®, Brian Weiss1®, Mohamed S.
Abdelbakill, Mufiza Farid-Kapadia’?, Georgina Meneses-Lorente®3, Alison Cardenas4, Katherine E.
Hutchinson4, Guillaume Bergthold*®, Edna Chow Maneval'®, Elizabeth Fox*’, Ami V. Desai'®

1. St. Jude Children's Research Hospital, Memphis, TN; 2. Washington University School of Medicine, St. Louis, MO; 3. Memorial Sloan Kettering Cancer Center, New York, NY; 4.
Children’s Hospital Celorado, Aurora, CO; 5. University of Utah/Huntsman Cancer Institute, Primary Children's Hospital, Salt Lake City, UT 6. University of California San Francisco,
Benioff Children’'s Hospital, San Francisco, CA; 7. Texas Children’s Hospital, Housteon, TX; 8. Dana Farber Cancer institute, Bosten Children’s Cancer and Blood Disorders Center,
Boston, MA; 9. Rady Children’s Hospital, San Diego, CA; 10. Cincinnati Children’s Hospital Medical Center, Cincinnati, OH; 11. Nationwide Children's Hospital, Columbus, OH; 12. F.
Heffmann-La Roche Limited, Mississauga, ON, Canada; 13. Reche Products Limited, Welwyn Garden City, UK; 14. Genantech, South San Francisce, CA; 15. F. Hoffmann-La Roche,
Basel, Switzerland; 16. Ignyta, Inc, San Diego, CA; 17. Children’s Hospital of Philadelphia, Philadelphla, PA; 18. University of Chicage Medical Center, Chicago, IL, USA
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Baseline characteristics by tumor type and target

gene fusion

Neuroblastoma (n=16)

1 x ALK F1174L
15 x no ™ y

ALK/ROS1/NTRK
aberrations or
unknown

/ High-grade glioma (n=5)

— CNS embryonal tumor (n=1)

— Melanoma (n=1)

M Sarcoma: IFS (n=2)
e Sarcoma: IMT (n=3)

\ Sarcoma: SynOVial (n=1)

nfantile Fhrosarcomea; iIMT, inflammatory myofibroblastic tismor

2019 ASCO

ANRUAL MEETING

1x EEF1G-ROS1
1 x GOPC-ROS1
1x TPR-NTRK1

1x EMLT-NTRK2
1x ETV6-NTRK3

1 x KANKT-NTRKZ2

1x ETVE-NTRK3

1x ETV6-NTRK3
1x EML4-NTRK3

—_—

x DCTNT1-ALK
x KIFSB-ALK
x TFG1-ROS17

w—

None




Measureable and

TPR-NTRK1

durable responses in

CNS tumors | U
EEF1G-ROS1 /_\\ & EML1-NTRK2
(HGG: DIA with ' ) (s} (HGG: Angotas:zc

After 2 courses

Gangliaglioma)
anaplastic features) o

-

Baseline After 2 courses After 9 courses
After 2 courses

- ETV6-NTRK3 - :
GOPC-ROS1 ) (HGG: Epithelioid GBM) & T
(HGG: DMG with : - ; A :
H3KZ7M) o= g > AN : -%
U : . 'II "
—— —— _//

After 2 courses After 6 courses Baseline After 2 courses After 8 courses
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Nivolumab

CheckMate 143 Cohort 2 Study Design

Nivolumab vs Bevacizumab in Recurrent GBM

Screening/Randomization Phase Treatment Phase Follow-up Phase
/l'l'mtment untii: \
Nivolumab 3 mg/kg Q2W * Confirmed progression
~ ~ ~ n=184 + Unacceptable toxicity
Patients (N = 369) Randomized 1:1 + Discontinuation due lo
* First recurrence of GBM + Stratified by other reason
* Prior 1L treatment with at least measurable disease Follow-um:
RT and TMZ at baseline (yes/no) : 5
\ ~ / Bevacizumab 10 mg/kg Q2W * Safety for 2 100 days
n=185 + Progression

\* Survival every 3 months /
S -

Data Cutoff for Final Analysis: January 20, 2017

Endpoints Assessments.
» Primary: OS in all randomized patients » Tumor: contrast-enhanced MRI Q6W until week 13,
- Secondary: investigator-assessed ORR and PFS (RANO); oot daguigar

12-month OS rate « Safety: CTCAE v4.0

» Other key endpoints: safety, biomarkers

1L, first fina. CTCAE, Commaon Tarminology Criweria for Adversa Events. MR, magretic resonance imaging. ORR: objactive response mite; PFS, progression-fee surviaal Q2W, avery 2 weeks
QBW, every 6 weeks. QBW, evary 8 weeks, RANO, Radiologic Assessment in Neuro-Oncology criteria




Probability of Overall Survival

No. at Risk
Nivolumab

Bevacizumab 185

Overall Survival and Progression-Free Survival

Nivolumab vs Bevacizumab in Recurrent GBM

12-Month OS Rate
[95% CI), months  [95% CI], months

98[82118] | 41.8[347, 4838)

100 (9.0, 118 420(345,493]

Events, Median OS

n

Nivolumab

 Bevacizumab

| S i r i A st o

Overall Survival

1.01
0.9 —\\
| HR = 1.04 [85%CI: 0.83, 1.30)
- \\ P=076
0 7- LY
N
. Nivolumab
0.51 \‘\ Bevacizumab
0.4 ‘\\ ©  Censerec
. \
021 -
0.1
O o L | L L4 L 4 L ) L ’ L L
0 3 v 9 12 15 18 3. 24 27
Months
184 168 133 96 77 59 39 24 B 0
169 135 g4 72 48 37 14 5 0

Events, Median PFS 12-Month PFS Rate |
n [95% CI), months  [95% CI], months

Nivolumab |
 Bevactzumab 146

10

o
@

Probabliity of Progression-Free Survival

No. at Risk
Nivolumab
Bevacizumab

171 15[1.5, 1.6) 10.5 (8.5, 15.5]

RN 2 HAMADIY

Progression-Free Survival

II
) 1 HR = 1.97 [95%Cl: 1.57, 2.48)
P <0.0001
Nivelumab
1 Bevacizumab
= t‘ *  Cersoed
e
g .s é ' 1'2 115 1'5 2'* 2'4 ztr
Months

184 41 27 19 18 12 10 7 1 0
185 88 46 32 27 19 12 3 1 0




Response per Investigator Assessment (RANO)
Nivolumab vs bevacizumab in recurrent GBM

Nivolumab
n = 1532
ORR, n (%) 12(7.8) 36 (23.1)
[95% CI] [4.1.13.3] [16.7.30.5]
BOR, n (%)
CR 2(1.3) 4(2.6)
PR 10 (6.5) 32 (20.5)
SD 33 (21.6) 73 (46.8)
PD 107 (69.9) 26 (16.7)
Unable to determine 1(0.7) 21(13.9)
Not treated 1(0.7) 16 (10.3)
Discontinued early due to toxicity 0 3(1.9)
Other 0 2(1.3)
Median TTR (range), months 30(14-120) 1.5(1.2-6.5)
Median DOR (range), months 11.1(0.6-18.7) 53(3.1-249)
PFS rate [95% CI], %
6-months 15.7[10.8, 21.5] 296[227,36.9]
12-months 105[6.5, 15.5] 17.4[11.9,23.7]

BOR, best overall response; CR, complete response; DOR, duration of response; PD, progressive disease; PR, partial response; SD, stable disease;
TTR, time to response. *Patients evaluable for response.




€<

orticosteroids or non-
Corticosteroids, that 1is
the question...”

Dexamethasone Use at Baseline:

Poorer Survival With Nivolumab
CheckMate 143

Patients, n _
Unstratified HR [95% CI]

Nivolumab Bevacizumab

All patients 184 185 e 0.99 [0.79, 1.24]

I

MGMT promoter status }
Methylated 43 42 . 0.92 [0.56, 1.51]
Unmethylated 59 67 T 1.34 [0.92, 1.96]
Not reported 80 76 —r 0.88 [0.62, 1.24]

- - |

| Steroid use at baseline ;
Yes 73 79 e 1.41[1.01, 1.97]
L No 111 106 - 0.84 [0.62, 1.24]

Time from initial diagnosis to :

|
g — 1191090, 150
Bl 76 n = = ‘ 0.79 [0.52, 1.19]

0 1 2 3

I

Tumeor PD-L1 {
=21% 48 35 e 1.35[0.83, 2.19]
<1% 107 114 = E e i 0.97 [0.72, 1.30]




SCience REPORTS

Cite as: D. T. Le et al_, Science
10.1126/science.aan6733 (2017).

Mismatch-repair deficiency predicts response of solid
tumors to PD-1blockade

Dung T. Le,"*? Jennifer N. Durham,"*** Kellie N. Smith,"** Hao Wang,** Bjarne R. Bartlett,*** Laveet
K. Aulakh,** Steve Lu,>* Holly Kemberling,* Cara Wilt,” Brandon S. Luber,? Fay Wong,>* Nilofer S.
Azad,” Agnieszka A. Rucki,"* Dan Laheru,* Ross Donehower,* Atif Zaheer,® George A. Fisher,® Todd
S. Crocenzi,” James J. Lee,” Tim F. Greten,® Austin G. Duffy,? Kristen K. Ciombor,'* Aleksandra D.
Eyring," Bao H. Lam," Andrew Joe," S. Peter Kang," Matthias Holdhoff,” Ludmila Danilova,'” Leslie
Cope,'” Christian Meyer,* Shibin Zhou,** Richard M. Goldberg,"” Deborah K. Armstrong,” Katherine
M. Bever,” Amanda N. Fader,"” Janis Taube,"* Franck Housseau,'* David Spetzler," Nianqing Xiao,"
Drew M. Pardoll,*”* Nickolas Papadopoulos,** Kenneth W. Kinzler,** James R. Eshleman,” Bert
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Mutations as antigens

Mismatch repair deficiency intumor cells can be used as a biomarker
for immune checkpoint therapy. TCR, T cell receptor; MHC, major
histocompatibility complex.

A o e,

Making antigens
Mismatch repair
deficiency generates
mutated proteins.

Presenting antigens
APC presents
mutated proteins

to Tcells.

L

Activating T cells
PD-1blockade
enables anti-tumor
response.

Tumor killing
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Pembrolizumab in recurrent high-grade glioma patients with
mismatch repair deficiency: An observational study.

Giuseppe Lombardi, Mario Caccese, Matteo Simonelli, Matteo Fassan, Marta Padovan, Pasquale

Persico, Luisa Bellu, Angelo Dipasquale, Marina Paola Gardiman, Stefano Indraccolo, Vittorina
Zagonel;

Department of Oncology, Oncology 1, Veneto Institute of Oncelogy IOV-IRCCS, Padua, Italy; Humanitas University, Humanitas Clinical and
Research Hospital-IRCCS, Pieve Emanuele, Italy; Department of Medicine (DIMED), Pathology Unit, University of Padua, Padova, Italy, Padova,
Italy; Humanitas Clinical and Research Hospital-IRCCS, Rozzano, Italy; Radiotherapy Unit, Veneto Institute of Oncology IOV-IRCCS, Padua, Italy;
Unita Anatomia Patologica, Azienda-Universita di Padova, Padua, Italy; Immunology and Molecular Oncology Unit, Veneto Institute of Oncology
I0V-IRCCS, Padua, Italy; Oncology 1, Veneto Institute of Oncology IOV-IRCCS, Padua, Italy
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Pembrolizumab in recurrent high-grade glioma patients with
mismatch repair deficiency: An observational study.

Gluseppe Lombardl, Mario Caccese, Matteo Simonelll, Matteo Fassan, Marta Padovan, Pasquale
Persico, Lufsa Belly, Angelo Dipasquale, Marina Paola Gardiman, Stefano Indraccolo, Vittorina
Zagonel;

Oepartivmnt of Oecology, Cneslogy 1 Venrte bstite of Oncofogy 10V MO Padus, Maly; Mommsniles Unbmralty, Mumantes Clevics! and
Memsinents Uospitel-IRCCY, Pene Emanesls, bty Degsyrtment of Medicine (MM, Pathoingy L, Unkentty of Padea Pacows Haly Pagiows
Irany. Murraretas Closcs and Reseanch Honpitel-IBCCS, Snaase. Naty. Radetheragy Unt, Veneto irgtimyte of Oncofegy WO RCCS. Padea Maly;
Uit Anetomibg Patciogica, Aierads Unbeiruty di Padone, Pades Nely, mmmanology snd Medeculer Dnciingy Usil, Yessrin indde of (neslogy
O RS, Paduea Maly, Oncofogy 1. Vensoo aitute of Oncology 108 IRCTL. Padea italy

* Pembrolizumab in recurrent HGG
 ECOGPSO0-2

* Desametazone £4mg
« MMR HGG (IHC)




Baseline Patients Characteristics

Characteristics N (%)

Patients 12

Median age 44

Characteristics N (%)

Histology - -

- Anaplastic Astrocytoma 5(42) Deficient protein in MMR

- Anaplastic ODG 1(8) - MSH2 6 (50)

- Glioblastoma 6 (50) - MSH6 9(75)
- PMS2 2 (17)

MGMT methylation status ==l 2 (17)
- Metilated 8/10 (80) Deficiency in MMR
- Unmetilated 2/10 (20) - Weak Signal 8 (67)

- Absent Signal 4 (33)

IDH Median cycles of PEM 3.5 (range 1-22)
- Mutated 6/11 (55) Vedian DEX s 0d
- Wild-Type 5/11 (45) edian (mg) .5 (range 0-4)

Median Previous CT lines 1 (range 1-5)

Previous RT 12 (100)




Sopravvivenza cumulativa

Results

1,07

0,87

0,67

0,4~

0,2+

0,0

DC (PR + SD)
| Response Rate according to RANO
criteria
Disease Control Rate 33%
- Stable Disease (SD) 3/12
PD - Partial Response (PR) 1/12
Progressive Disease (PD) 67%
(8/12)

1 I
5,0 10,0 15,0 20,0
oS

Overall Survival according to response
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