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201.

202.

207.

Richter's transformation (DLBCL arising i the setting of prior chronic lymphocytic
leukenia) or PMBCL

History or presence of clinicall relevant CNS pathology such as epilepsy,
paress, aphasia, stroke, severe brain injury, dementia, Parkinson's disease,
cerebellar disease, organic brain syndrome, or psychosis.

Has disease thatis suitable for local therapy administered with curative intent.

Currently receiving treatment in another investigational device or drug study, or
less than 30 days since ending treatment on another investigational device or
drug study(s). Thirty days s calculated from day 1 of protocok-specified therapy
Has a diagnosis of immunodeficiency or has received systemic steroid therapy
(in excess of 10 mg daily of prednisone equivalent) or any other form of
immunosuppressive therapy within 7 days prior to the first dose of protocol
specified therapy.

Has had a prior anticancer mAb within 30 days prior to first day of study
treatment or who has not recovered (ie, < grade 1 or at baseline) from adverse
events due to such agents administered more than 30 days earlier

Has had prior chemotherapy, targeted therapy, or radiation therapy within

14 days priorto first day of sfudy treatment or who has not recovered

(le, < grade 1 or at baseline) from adverse events due to such previously
‘administered agents.

Note: Subjects with < grade 2 neuropathy or < grade 2 alopeia are an exception
to this crterion and may quaty for the study.
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208 Has undergone prior allogeneic HSCT:
~ within the last 5 years
R
~ greater than 5 years ago but has active graft versus host disease (GVHD)

requiring systemic treatment
209 Has received autologous HSCT within 6 weeks prior to start of treatment.




image7.png
211,

212,

213,

214.

215.
216.
217

History of other malignancy within the past 3 years with the exception of:

~ Malignancy treated with curative intent and with no known active disease
present for 2 3 years before enrollment and felt to be atlow risk for
recurrence by the treating physician

~ Adequately treated non-melanoma skin cancer or lentigo maligna without
evidence of disease

~ Adequately treated cevical carcinoma in situ without evidence of disease

~ Adequately treated breast ductal carcinoma in situ without evidence of
disease

~ Prostatic intraepithelial neoplasia without evidence of prostate cancer
~ Adequately treated urothelial papillary noninvasive carcinoma o carcinomaiin
situ

Has known active CNS metastases andlor carcinomatous meningits; brain
‘magnetic resonance imaging (MRI) is preferred for CNS disease
assessment for all patients at screening; if MRI is contraindicated (eg,
‘pacemaker, implant, et al) a CT can be performed.

Note: Subjects with previously treated CNS metastases may participate provided
they are stable (without evidence of progression by imaging [using the identical
imaging modalty for each assessment. either MRI or CT scan] for at least

28 days prior to the first dose of tal treatment and any neurologic

‘have retuned to baseline), have no evidence of new or enlarging GNS
‘metastases, and are not using steroids for at least 7 days prior to protocol
‘specified therapy. This exception does not include carcinomatous meningitis
which s excluded regardless of clinical stabilty.

Has active autoimmune disease that has required systemic treatment in past

2 years (ie, with use of disease modifying agents, corticosteroids or
immunosuppressive drugs).

Note: Replacement therapy (eg. thyroxine, insuiin, or physiologic corticosteroid
replacement therapy for adrenal or pitutary insufiiency, efc.) is not considered
aform of systemic treatment.

Has a history of (non-infectious) pneumonitis that required steroids or current
preumontis

Has a history of nterstitallung disease

Has an uncontrolled active infection requiring systemic therapy

Is pregnant or breastfeeding, or expecting to conceive o father children within
the projected duration of the tial, starting with the screening viit through

120 days after the last dose of tial treatment.
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218.

219.

21.

24,

Has received prior therapy with an anfi-PD-1, anti-PD-L1, or anti-PD-L2 agent or
fthe subject has previously participated in Merck MK-3475 (pembrolizumab)
clinical trials.

Has received prior anti-CD19 directed therapy.

Known hypersensitivity to Igs or any other component of the study drugs
formulation.

Has a known history of Human Immunodeficiency Virus (HIV)

(HIV 172 antibodies).

Has chronic or acive Hepatiis B (eg, hepatis b surface [HBs] antigen reactive
o quantifible hepatits b virus [HBV] viralload) or Hepatits C (eg, hepatis ¢
virus [HCV] RNA [qualitative] is detected)

Has received a ive vaccine within 30 days of planned startof protocol specified
therapy.

‘Subject fikely to not be available to complete all protocol-required study viits o
procedures, and/or to comply with all required study procedures to the best of the
Subject’s and/or investigator's knowledge.

History or evidence of any other clinically significant disorder, condition or
disease (with the exception of those outined above) that n the opinion of the.
investigator or Amgen physician, if consulted, would pose a risk to subject safety
o interfere with the study evaluation, procedures or complefion.

Has a history of solid organ transplantation.

Biopsy proven DLBCL with substantial occurrence of malignant cell
the bloodstream (lymphocyte count > 7 x 10°L) including all leukemic.
presentations, even though with acceptable histologies.
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101.

102.
103.

104.

105.

Subject/legally acceptable representative has provided written informed consent
prior to initiation of any study-specific procedures.

Age = 18 years at the time of informed consent

Have histologically confirmed DLBCL that is either:

Refractory after at least one regimen of systemic chemotherapy and/or
targeted therapy, and refractory is defined as progressive or stable
disease as the best response to the most recent systemic
chemotherapy regimen or disease progression or relapse within

12 months after autologous stem cell transplantation; when using PET
for assessment, for subjects with refractory disease and who have
received radiotherapy, PET positivity should be demonstrated no less
than 6 weeks after the last dose of radiotherapy (Crump et al, 2017;
Neelapu et al, 2017; Cheson et al, 2007), or

In first or later relapse if have received at least 2 systemic regimens since
time of diagnosis, or

Relapsed post-autologous or allogeneic HSCT with adequate organ function
after proximity to transplantation time exclusions as specified in Exclusion
Criteria 208 and 209

Have measurable disease defined as at least 1 lesion that can be accurately
measured in at least 2 dimensions with spiral computed tomography (CT) scan.
Minimum measurement must be either > 15 mm in the longest diameter OR > 10
mm in the short axis.

Demonstrate adequate organ function as defined in Table 4-1.
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106.  Have resolution of toxic effect(s) of the most recent prior chemotherapy to
grade 1 orless (except alopecia). If subject received major surgery or radiation
therapy of > 30 Gy, they must have recovered from the toxicities and/or
complications of the intervention(s).
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110.
1.
113

Eastem Cooperative Oncology Group (ECOG) performance status < 2
Life expectancy of 2 12 weeks in the opinion of the Investigator
Biopsy proven DLBCL (biopsy proven at least at primary diagnosis of
luding DLBCL that represents transformation of indolent NHL
g follicular, marginal zone, and lymphoplasmacytic lymphoma
excluding chronic lymphocytic leukemia or Hodgkin Lymphoma) are
eligible. Subjects with transformation of indolent lymphoma must have
received therapy after a diagnosis of transformation that is appropriate for
aggressive histology.
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Table 4-1. Adequate Organ Function Laboratory Values

Measured or calculated creatinine
clearance (CrCl)

(glomeruiar fitration rate (GFR) can aiso be
used in place of creatinine or CrCI)

system [Caboratory Value
Hematological

‘Absolute neutrophil count (ANC) = 1.500meL_

Platelets. = 100, oo0imeL.

Hemoglobin |25 g/alor= 5.6 mmoi
Renal

Creatinine OR [<TSxULN OR

2 60 mLimin for subject with

[creatinine levels >1.5 x nstitutional upper limit of
Inormal (ULN)

Hepatic
Total bilrubin [ TSxULN OR
|Direct biliubin < ULN for subjects withtotal
biirubin levels > 1.5 x ULN
'AST (SGOT) and ALT (SGPT) [<250iNoR
| < SxULN for subjects with iver metastases
Coaguation

Intemational Normalized Rafio (INR) or
Prothrombin Time (PT)

Activated Partial Thromboplastin Time
@Tn)

[< 1.5xULN unless subject i receiving
|anticoaguiant therapy as long as PT or PTT is
|within therapeutic range of intended use of
[anticoaguiants

< 1.5xULN unless subject i receiving
|anticoaguiant therapy as long as PT or PTT is
|within therapeutic range of intended use of
|anticoaguiants

AT = sl sminaansferase: AST = ssparials aminouansierase: SGOT = serum ganis Sloaseie

‘ransaminase; SGPT = serum glutamate pyruvate ransaminase: ULN

upper limit of nommal

= Crasining cisrance shodld be calsated per nsiutional standsrc.





