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Nasopharyngeal Carcinoma (NPC)

Endemic in Southern China, SE Asia: poorly
differentiated and undifferentiated non-keratinizing
NPC (WHO type II and III).

Virtually all endemic NPCs are associated with
Epstein-Barr virus (EBV) infection.

The EBV viral antigens expressed by the NPC tumour
cells are surrogate tumor antigens

There is heavy lymphocytes infiltration
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is an attractive candidate for cellular immunotherap
oeted against tumour-associated viral antigen

EBV specific cytotoxic T-cell (CTLs) lines can be expanded in v

Previous immunotherapy is mainly based on LCL mainly target
EBNA 3-6 antigens, good for PTLD
 Viral antigen expressed in NPC
« Nuclear antigen EBNA1
» The latent membrane proteins LMP2 & (in some cases) LMP1

AdE1-LMP poly vector based stimulation will preferentially expa
T cells against EBNA1and LMP




EBV antigen expression in different tumor types
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ndpoints

ary endpoints:

0 determine the tolerability & safety of administering
autologous LMP/EBNA-1 specific CTL

condary endpoints:
To monitor clinical and radiological response

To monitor patients’ blood samples with regard to any effec
of LMP/EBNA1 CTL therapy on different parameters of EB
immunity, esp. EBV DNA levels
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(EBV epitopes from . .
LMP1&2 and 1n vitro
EBNAL encoded in
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metastatic NPC No/minimal residu
isease) (in remission)

l l

Tumour biopsy confirmed EBV-encoded
RNA (EBER) positive or WHO III histology

Where staining unavailable

MHC Class I HLA type appropriate for the study

l

Transport fresh peripheral blood samples from HK to QIMR Brisban




Week 1
(Ship blood to
QIMR)

Cultured together in
GMP facility
Week 1-5

Blood
lymphocytes

Week 6, 8, 10, 12, 14 and
16 Inject T cells back
into the NPC patient
Week 5: review
results, baseline

load and confirm AT Specific CTLs Shipped

back to Hong
Kong/PAH




t Timeline

6 onwards (Adoptive Immunotherapy)

doptive immunotherapy up to 8 transfers (Wk 6,
2, 14, 16), every 2-weekly

Monitoring of bloods (CBP, L/RFT), EBV DNA load

Radiological assessment with imaging at 1,2,3,4,6
months after T cell infusion and then every 3 months




Patients assessed for eligibility (n = 52)

Withdrawn because of
progressive disease or
secondary active infections
(n =6)

Enrolment

h
Allocated to intervention (n = 46)
Received allocated intervention (n = 30)
Did not receive T-cell therapy
Failed T-cell expansion (nh = 11})
Persistent pneumonia (n = 3)
Deteriorating performance status (n = 2)

T-cell therapy

Discontinued T-cell therapy after 1 infusion (n = 1)

Lost to follow-up (n = 1)

Analyzed (n = 29)
Active recurrent/metastatic disease (ARMD) (n = 20)
No or minimal residual disease (N/MRD) (n = 9)




Table 1. Clinical characteristics of NPC patients treated with AdE1-LMPpoly T-cells.

ARMD N/MRD
(n=21) (n = 9)
Median age in years (range) 46 (34—-68) 49 (22-66)
Sex
Male 18 8
Female 2 1
Stage on diagnosis
| 2 2
1l 2 1
il 7 4
IVA 7 1
VB 1 1
IVC 2 0
Median number of lines of chemotherapy 3(1to5) 2(1to4)
before T-cell therapy (range)
History of recurrent NPC 21 7
Disease status at first T-cell infusion
No radiological disease 0 9
Local recurrence 11 0
Regional nodal recurrence 6 0
Lung metastasis 9 0
Liver metastasis 5 (0]
Bone metastasis 5 (0]
Distant nodal metastasis 4 0
Median plasma EBV DNA copies/mL 2.3 %< 10° 0 (0)

before T-cell therapy (range) (0 to 6.3 x 10°)



nt with local recurrence died after 1%t infusion due to sever
gdue to disease progression. Excluded from efficacy analysis
in safety analysis. 29 patients received at last 2 doses of CTL

e
(20 patients)
atients (60%) achieved SD, no PR or CR
dian PFS: 3.2m, OS: 15.7m
D (9 patients)
emains in continuous remission, median PFS and OS not reached

ostly grade 1/2. 2 patients died of lung abscess during treatment, prob
to disease progression.




able 2. Safety profiles after T-cell therapy.

Adverse events n = 30 (%)
Grade 1 10 (33.3%)
Fatigue 1 (3.3%0)
Dry cough 1 (3.3%)
Fever 3 (10%)
Chills 1 (3.3%)
Chest pain 1 (3.3%)
Sore throat 1 (3.3%)
Hyperbilirubinemia 1 (3.3%)
Altered hearing ability 1 (3.3%)
Grade 2 6 (20%)
Fatigue 2 (6.79)
Fever 1 (3.3%)
Dyspnea 1 (3.3%)
Headache 1 (3.3%)
Vomiting 1 (3.3%0)
Grade 3 2 (6.7%)
Lung abscess 2 (6.7%b)
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1 wk before immunotherapy, this
patient suffered from advanced
recurrence with tumor spreading to
neck and chest, part of the tumor
was fungating through the anterior
surface of the lower neck

—

11Chle

4 wks after immunotherapy,
tumor appears to be static with
no significant regression

T cell therapy and clinical outcome

12 wks after immunotherapy and 1
cycle of chemotherapy, dramatic
shrinkage of tumor was noted
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optive transfer of autologous LMP/EB
fic CTL is generally well tolerated with mil
effects.

gressive disease.




sions

art of the secondary objectives, clinical folloy
alyses of the patients showed that adoptive trans
LMP/EBNAi1-specific T cells was coincident with

isease stabilization.

here seems to be no correlation between the numb
CTL infused and the disease response or TTP
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Microenvironment and Immunology

Effective Treatment of Metastatic Forms of Epstein-Barr
Virus—Associated Nasopharyngeal Carcinoma with a Novel
Adenovirus-Based Adoptive Immunotherapy

Corey Smith?, Janice Tsang®, Leone Beagley', Daniel Chua®, Victor Lee®, Vivian Li®, Denis J. Moss,
William Coman®, Kwok H. Chan®, John Micholls®, Dora Kwong®, and Rajiv Khanna'

Abstract

Nasopharmngeal carcinoma (NPC) is endemic in China and Southeast Asia where it is tightly associated with
infections by Epstein-Barr virus (EBV). The role of tumor-associated viral antigens in NPC renders it an appealing
candidate for cellular immunotherapy. In earlier preclinical studies, a novel adenoviral vector-based vaccine
termed AdE1-LMPpaly has been generated that encodes EBV nuclear antigen-1 { EBNA1) fused to multiple CD8™
T-cell epitopes from the EBV latent membrane proteins, LMP1 and LMP2. Here, we report the findings of a formal
clinical assessment of AdE1-LMP poly as an immunotherapeutic tool for EBV-assodated recurrent and metastatic
NPC, From atotal of 24 patients with NPC, EBV-specific T cells were successfully expanded from 16 patients with
NPC (72.7%), whereas six patients with NPC (27.3%) showed minimal or no expansion of virus-specific T cells.
Transient increase in the frequencies of LMP1&2- and EBNAl-specific T-cell responses was observed after
adoptive transfer to be associated with grade I flu-like symptoms and malaise. The time to progression in these
patients ranged from 38 to 420 days with a mean time to progression of 136 days. Compared with patients who did
not receive T cells, the median overall survival increased from 220 to 523 days. Taken together, our findings show
that adoptive immunotherapy with Ad E1-LM Ppoly vaccine is safe and well tolerated and may offer clinical benefit
to patients with NPC. Cancer Res: 72(5) 1116-25 ©2012 AACR
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Pre-emptive and therapeutic adoptive immunotherapy for nasopharyngeal
carcinoma: Phenotype and effector function of T cells impact on clinical response

Corey Smith®*, Victor LeeP*, Andrea Schuessler?, Leone Beagley®, Sweera Rehan?, Janice Tsangb, Vivian Li®, Randal Tiu®,
David Smith?, Michelle A. Neller?, Katherine K. Matthews?, Emma GostickS, David A. Price“?, Jacqueline Burrows?,
Glen M. Boyle?, Daniel Chua®, Benedict Panizza®, Sandro V. Porceddu, John Nicholls9, Dora KwongP, and Rajiv Khanna?

?QIMR Berghofer Centre for Immunotherapy and Vaccine Development and Tumour Immunology Laboratory, Department of Immunology, QIMR
Berghofer Medical Research Institute, Brisbane, Queensland, Australia; Department of Clinical Oncology, Queen Mary Hospital, The University of Hong
Kong, Hong Kong; “Institute of Infection and Immunity, Cardiff University School of Medicine, Cardiff, UK; 9yaccine Research Center, National Institute
of Allergy and Infectious Diseases, National Institutes of Health, Bethesda, MD, USA; *Comprehensive Oncology Centre, Hong Kong Sanatorium
Hospital, Hong Kong; ‘Department of Otolaryngology-Head and Neck Surgery, The Princess Alexandra Hospital, University of Queensland, Brisbane,
Queensland, Australia; “Department of Pathology, Queen Mary Hospital, The University of Hong Kong, Hong Kong

ABSTRACT ARTICLE HISTORY
Adoptive T cell therapy has emerged as a powerful strategy to treat human cancers especially Received 17 November 2016
haematological malignancies. Extension of these therapies to solid cancers remains a significant challenge Revised 7 December 2016
especially in the context of defining immunological correlates of clinical responses. Here we describe Accepted 13 December 2016
results from a clinical study investigating autologous Epstein-Barr virus (EBV)-specific T cells generated KEYWORDS

using a novel AdET-LMPpoly vector to treat patients with nasopharyngeal carcinoma (NPC) either pre- Adoptive immunotherapy;
emptively in at-risk patients with no or minimal residual disease (N/MRD) or therapeutically in patients Epstein-Barr virus; T cells;
with active recurrent/metastatic disease (ARMD). Tolerability, safety and efficacy, including progression- safety; nasopharyngeal

free survival (PFS) and overall survival (OS), were evaluated following adoptive T-cell immunotherapy. carcinoma

Twenty-nine patients, including 20 with ARMD and nine with N/MRD, successfully completed T-cell
therapy. After a median follow-up of 18.5 months, the median PFS was 5.5 months (95% Cl 2.1 to
9.0 months) and the median OS was 381 months (95% Cl 17.2 months to not reached). Post-
immunotherapy analyses revealed that disease stabilization in ARMD patients was significantly associated
with the functional and phenotypic composition of in vitro-expanded T cell immunotherapy. These
included a higher proportion of effector CD8" T-cells and an increased number of EBV-specific T-cells with
broader antigen specificity. These observations indicate that adoptive immunotherapy with AdE1-
LMPpoly-expanded T cells stabilizes relapsed, refractory NPC without significant toxicity. Promising clinical
outcomes in N/MRD patients further suggest a potential role for this approach as a consolidation
treatment following first-line chemotherapy.




Phase 11 open-label clinical trial of autologous Epstein-Barr virus-specific T cell therapy
as consolidative treatment following c or metastatic EBV-associated
nasopharyngeal carcinoma (I

E:Anslr;té I(?TlExpar}q T-cell Post-
-Specitic expansion QC
T-cells at QIMR

Metastatic NPC Patient (n = 30)
recruited (EBER-positive Tumor
biopsy/WHO type Il or Il
histology)

No previous treatment

*Cisplatin 50 mg/m2, IV Every 4 weeks, Day 1 and 8; up to 6 cycles * Switch to Carboplatin (AUC =
5) in case of inadequate renal

Gemcitabine 1000 mg/m2, IV Every 4 weeks, Day 1, 8 and 15; up to 6 cycles function




Targeting the PD-1 Pal
Immunosuppressi

: . Effector phase
s are normally expressed on various immune

g inactivated T cells? Inactivated T cell
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(primed) T cells upregulate PD-L1?
ells can express the PD-1 ligands, PD-L1 and PD-L2?

and PD-L2 bind to the PD-1 receptors to inhibit
tivated T cells and allow tumor cells to evade the
e response!

es have demonstrated significant correlations between
red survival and tumor expression of PD-L1 and PD-L22

°D-1 antibodies block PD-L1 and PD-L2 from binding to
the tumor microenvironment3

. PD-L2
Activated T cell Anti—PD-1

n Pardoll DM. Nat Rev Cancer. 2012;12(4):252—-264.

death receptor-1; PD-L1 = programmed death ligand 1; PD-L2 = programmed death ligand 2; MHC = major histocompatibility complex; TCR = T-cell
Cancer. 2012;12(4):252—264. 2. Khan H et al. J Oncol. 2015;2015:847383. 3. McDermott DF, Atkins MB. Cancer Med. 2013;2(5):662—673.
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Keynote-028: Phase 1b-Multicohort Study of Pembrolizumab
for PD-L1+ Advanced Solid Tumors

DECEMBER 20, 2017

ORIGINAL REPORT

Safety and Antitumor Activity of Pembrolizumab in Patients
With Programmed Death-Ligand 1-Positive Nasopharyngeal
Carcinoma: Results of the KEYNOTE-028 Study

Chiun Hsu, Se-Hoon Lee, Samuel Ejadi, Caroline Even, Roger B. Cohen, Christophe Le Tourneau, Janice M.
Mehnert, Alain Algazi, Emilie M.J. van Brunumnelen, Sanatan Saraf, Pradeep Thanigaimani, Jonathan D. Cheng,
and Aaron R. Hansen
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Purpose

To establish the safety profile and antitumor activity of the anti-programmed death 1 receptor
monoclonal antibody, pembrolizumab, in patients with recurrent or metastatic nasopharyngeal
carcinoma (RM-NPC) that expressed programmed death-igand 1 (PD-L1).

Patients and Methods

KEYNOTE-028 (NCT02054806) is a nonrandomized, multicohort, phase Ib trial of pembrolizumab in
patients with PD-L1-positive advanced solid tumors. Key eligibility criteria for the NPC cohort in-
cluded unresectable or metastatic disease, failure on prior standard therapy, and PD-L1 expression
in 1% or more of tumor cells or tumor-infiltrating lymphocytes. Patients received pembrolizumab
10 mg/kg every 2 weeks up to 2 years or until disease progression or unacceptable toxicity. Primary
end point was objective response rate (ORR) per investigator review. Tumor response was assessed
according to Response Evaluation Criteria in Solid Tumors (RECIST; version 1.1) every 8 weeks for
the first 8 months and every 12 weeks thereafter.

Pembrolizumab i



Keynote-028: Phase 1b Multicoh , of Pembrolizumab
for PD-L1+ Advanced S

Complete Treat for 24 *Res
months or

or partial until 8
| Every 8\
i . response progression? €y
Patients: or stable -
_ or intolerable 6 months: ¢
Advanced NPC disease toxicity '

Failure of prior Pembrolizumab thereafter

therapy _

ECOG PS 0 or 10 mg/kg IV Confirmed

1 progressive
o Q2W disease? or

PD-L1 positivity unacceptable

toxicity

Primary enc

Discontinue
pembrolizumab ORR per REC

Secondary e
PFS, OS, dura

Response
Assessment*

patients are to remain on pembrolizumab until progressive disease is confirmed on a second scan performed =4 we
ence progression may be eligible for up to 1 year of additional pembrolizumab if no other anticancer therapy is re
col. 2017;35:4050-4056.

response, anc

Pembrolizumab is not app
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Keynote-028: Baseline Characteristics

Value Value
Characteristic (N =27) Characteristic (N=27)

Age, median (range), years 52 (18-68) Prior adjuvant or neoadjuvant systemic therapy 8 (29.6)
Sex Prior lines of therapy for advanced disease
Male 21 (77.8) ot 2(7.4)
Female 6 (22.2) 1 3(11.7)
Race 2 3(11.1)
Asian 17 (63.0) 3 8 (29.6)
White 6 (22.2) 4 2 (7.4)
Black or African American 2 (7.4) =5 9 (33.3)
American Indian or Alaskan native 11(3.7) Patients with prior therapies
Not specified 1(3.7) Cisplatin 25 (92.6)
ECOG performance status Fluorouracil 22 (81.5)
0 7 (25.9) Gemcitabine 14 (51.9)
1 20 (74.1) Carboplatin 11 (40.7)
Histology at baseline Docetaxel 10 (37.0)
WHQO class 1 6 (22.2) Cyclophosphamide 7125.9)
WHO class Il and Il 18 (66.7) Paclitaxel 6 (22.2)
Other 3(11.1) Capecitabine 5 (18.5)

eceived adjuvant and/or neoadjuvant chemotherapy
;35:4050—4056.




Keynote-028: Antitumor Activity

Confirmed Antitumor Activity
Full analysis set per investigator and central
review, RECIST v1.1

Response Evaluation Per Investigator Review (N = 27) Per Central Review (n = 19)

ORR (CR + PR), No.; % (95% ClI) 7: 259 (11.1 to 46. 5,263 (9.1 to 51.2)
CR, No.; % (95% Cl) 0;0(0t012.8) 0; 0.0 (0.0 to 17.6)
PR, No.; % (95% Cl) 7,259 (11.1 10 46.3) 5; 26.3 (9.1 to 51.2)
SD, No.; % (95% Cl) 14;51.9 (31.9 10 71.3) 8; 42.1 (20.3 to 66.5)
PD, No.; % (95% ClI) 6; 22.2 (8.6 to 42.3) 6; 31.6 (12.6 to 56.6)
DCR (CR + PR + SD = 6 months), No.; % (95% CI) 10; 37.0 (19.4 10 57.6) 5; 26.3 (9.1 to 51.2)
DCR regardless of SD duration, No. (%) 21 (77.8) 13 (68.4)
Median DOR, No.; months (range) 7;17.1 48 to = 22.1+) 5;10.8 (1.0 to = 20.9+)
Median duration of SD, No.; months (range) 14;56 (= 1.7+ to = 12.9+) 8,38 (=1.7+10 =56+

Abbreviations: CR, complete response; DCR, disease control rate; DOR, duration of response; ORR, objective response rate; PFS, progression-free survival; PD,
progressive disease; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease.

)17;35:4050-4056.




Keynote-028: Change from Baseline in Tumor Size
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Keynote-028: Treatment-related Adverse Events

Treatment-Related Adverse Event (N = 27) All Grades Grade 3-5

All 20 (74.7) 8 (29.6)

Rash* 7 (25.9) —

Pruritus 7 (25.9) —

Paint 6(22.2) 1(3.7)%

Hypothyroidism$ 5(18.5) —

Fatigue 5(18.5) —

Hepatitis§ 3(11.1) 2 (7.4)

Herpes zoster 3(11.1) —

Pneumonitis$ 3(11.1) 2 (7.4)

Myalgia 2 (7.4) —

Cough 2 (7.4) —

Diarrhea 2(7.4) — NOTE. Data are given as No. (%) unless otherwise noted.
Anemia _ *Includes macular (n = 1), maculopapular (n = 3), and nondescript (n = 3).

Sepsis _ TIncludes extremity (n = 1), jaw (n = 1), facial (n = 1), oropharyngeal (n = 1),

: . . abdominal (n = 1), and nondescript (n = 1).
Blood creatine phosphokinase level increased — +Facial pain. P

Proteinuria — §Adverse event of special interest.

o bacterial sepsis

ent-related AEs: proteinuria (1), pneumonitis (1), hepatitis (1) and increased blood creatinine phosphokinase (2)

5:4050-4056.




Keynote-028: Progression-free Survival and Overall Survival

—

o

o
1

*  Median (95% CI) PFS: e Median (95% CI) OS:

e 6.5 (3.6-13.4) months >  16.5(3.6-13.4) months

oo
o
1

*  PFS rate at 6 months: 50.0% e OS rate at 6 months: 85.2%

[+2]
o
L

®  PFS rate at 12 months: 33.4% te at 12 months: 63.0%

Overall Survival (%)

]
o
L

12 14 8 10 12 14 16 18 20 22 24 26 28

No. at risk: Time (months) No. at risk: Time (months)
27 9 8 27 27 26 23 21 20 17 15 13 12 11 10 6 0 O
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Keynote-122

Phase 3, randomized, open-label study of pembrolizumab vs standard chemotherapy in
patients with platinum pretreated recurrent/metastatic nasopharyngeal cancer

Patients:
Histologically confirmed
non-keratinizing
differentiated NPC or
undifferentiated NPC
Metastatic disease or
incurable locally recurrent
disease
Treatment with prior
platinum therapy
Tumor tissue available for
PD-L1 testing
Measurable disease based
on RECIST v1.1
ECOG PSof0Oor1
Adequate organ function
Life expectancy of >3
months

Pembrolizumab Primary ¢
200 mg Day 1 \Tf pct)eg
Q3W x 35 cycles -

Capecitabine 1,250 mg/m? BID
on Days 1-14, Q3W x 35 cycles
or
Gemcitabine 1,000 mg/m? IV on
Days 1 and 8, Q3W x 35 cycles
or
Docetaxel 75 mg/m?2 IV
on Day 1, Q3W x 35 cycles

Secondary e
points: ORR
(RECIST visiss
discontinuations
to AEs

Z0——a>»N—X<Z00Z22>»2T

ents; BID = twice daily; ECOG PS = Eastern Cooperative Oncology Group performance status; IV, intravenously; NPC =
ncer ; PD-L1 = programmed death ligand 1;
S; RECIST v1.1= Response Evaluation Criteria in Solid Tumors version 1.1.
ps://clinicaltrials.gov/ct2/show/NCT02611960. Accessed August 17, 2018.

Pembrolizumab is not appro
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Antitumor Activity of Nivolumab in Recurrent and Metastatic
Nasopharyngeal Carcinoma: An International, Multicenter
Study of the Mayo Clinic Phase 2 Consortium (NCI-9742)
Brigerte BY. Ma, Wean -Ted: Lirg, Boon-Cher Goks, Edwin P Hul Baok-Wea Lo, Adars Pertinger, Natfuen B Foster,
Jorsathan W Riess, Mark Agulnil Alex YO, (hang, Akhil Chopra, fulie A Kisk, Christine H Churg, Douglas R
Adldns, Kevin L Cullen, Barbana [ Gitdlitz, Dears W, Line, Ka-Fai T KO Allen (Feare Y M. Diaurtis Lo, Ann D
King, Charles Erliderar, Jun ¥Yin, Brin A Costells, and Anthony TOC Chan

A B S T R A C©C T

58

This multinational study evaluatad the antitumor activity of nivolumab in nasophary ngeal carcinoma
[MPC). Turmor and plasma-basad biomarkars wame imestigatad in an explomatory anabysi

Patients and Methods

Patiants with muliply pretreated recurant or matastatic NPC ware traatad with aneolumab until
diseasa prograssion. Tha primary and paint was objective responsa rate [(ORR) and secondary and
points includad survival and taxicity. Tha axprassion of programmed death-ligand 1 (PDL1) and
human leukocyte antigans A and B in archivad turmars and plasma clearanca of Epstain-Barr wirus
DMA wara corralatad with ORRB and survival

Results

A total of 44 patiants wera avaluated and the ovarall ORR was 20.5% [(complata responsa, n = 1;
partial responsea, n = 8). Nine patiants receivad nivolumab for = 12 months (20%). Tha 1-yaar ovarall
sunvival rata weas 53% (35% C, 44.3% to 78.5%) and 1-year progras sion-frea survival [PFS) ratewas
189.3% @5% Cl, 10.1% to 37 2%). Thare was no statistical comalation batwean ORR and tha
biomarkers; howewar, a dascriptive analys howead that thea proportion of patients who responded
was highar among thosa with PD-L1 positive tumars (= 1% axprassion) than those with PD-L1-
nagativa tumoars. Tha koss of exprassion of ona or both human leukocyte antigen class 1 protains
was associated with bettar PFS than when both protains weare egprassaed (1-year PFS, 309% v
5.6%; log-rank P= .01). Thara was no association betweaean survival and PD-L1 axprassion o plasma
Epstain-Barr wirus DNA clearanca. Thare was no unaxpactad toxicity to nivolumalb.

Conclusion

Mivolumab has promising activity in NPCand the 1-yaar ovarall sureival rate comparas favorably with
historic data = r populations. Additional evaluation in a randomizad satting is warrantad. Tha
biomarkar results weare hypothasie ganarating and validation in largar cohorte is noadad.

A Cln Oneol 36 T412-14718 @ 2078 by Armancan Soocefy of Chncal Oncology



Patients:

Advanced
NPC

Failed at least
1 line of
platinum
based therapy

ECOG PS 0/1

Nivolumab
3 mg/kg IV
Q2W

1412-1418; 2018

e e
dy of Nivolumab in

Complete
or partial
response
or stable
disease

Confirmed
progressive
disease or
unacceptable
toxicity

Response
Assessment*

Treatment
until disease
progression

Discontinue
nivolumab

*Re
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6 months;
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EBV DNA
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