


Establishment Inspection Report FEIL 3011834594

Juno Therapeutics Inc
Bothell, WA 98021-7617

EI Start: 10/7/2020
EI End: 10/16/2020

No samples were collected and no refusals were encountered during the current inspection.

DMINISTRATIVE DAT

(PR)

Inspected firm:
Location:

Phone:
FAX:
Mailing address:

Email address:

Dates of inspection:

Days in the facility:

Participants:

Juno Therapeutics Inc

1522 217th PI SE
Bothell, WA 98021-7617
908-219-0751

1522 217th PI1 SE

Bothell, WA 98021-7617
Jeffrey. Masten@bms.com

10/7/2020-10/9/2020, 10/13/2020-10/16/2020

7

Prabhu P Raju, Investigator — OBPO, Team Biologics
Branch/Division |

Eileen A Liu, Investigator — OBPO, Team Biologics
Branch/Division I1

At the beginning of the inspection, Investigators Prabhu Raju and Eileen Liu presented our credentials
and issued an FDA-482, Notice of Inspection, to Mr. Jeffrey L. Masten, Vice President, Quality
Assurance. At the conclusion of the inspection, a Form FDA-483, Inspectional Observations, was
issued to Mr. Snehal Patel, Vice President, Site Head, Bothell. This was a team inspection conducted
by Prabhu P. Raju, Investigator, Investigator and Eileen Liu, Investigator, and the Authorship of EIR
sections is indicated by initials (PR, EL).

The assignment information for BLA STN# 125714/0 is included in Attachment PRS. The applicant
Juno Therapeutics, Inc., Product Description, Manufacturing site address information, and a process
flow diagram is included in Attachment PR5.
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PERSONS INTERVIEWED/INDIVIDUAL RESPONSBILITY
(PR)

Upon entrance to the facility, credentials and a Form FDA-482, Notice of inspection, was issued to
Mr. Jeffrey Masten, Vice President Site Quality. Mr. Brett Johnston, Senior Director, Quality
Operations, accompanied me during the inspection and provided information, coordinated interviews
with the firm’s personnel, and accompanied me on facility walk-throughs. He reports directly to Mr.
Jeffrey Masten, Vice President, Site Quality. Mr. Masten is responsible for all quality operations at
the site and reports to Ms. Maria Brown, VP, Global CT Quality, Bristol Meyers Squibb, New Jersey.
Her address is listed below.

Maria Brown

Vice President Global Cell Therapy Quality
Bristol Myers Squibb

556 Morris Avenue

Building S11

Summit, NJ 07901

The Site IHead is Mr. Snehal Patel, Vice President, Site IHead, Bothell. Mr. Patel has ultimate
responsibility for all operations at the site, and reports to Ms. Ann Lee, Head of Cell Therapy
Development and Operations (CTDO). Her address is listed below.

Ann Lee

Senior Vice President and Head of Cell Therapy Development & Operations
Juno Therapeutics, Inc.

400 Dexter Avenue N.

Seattle, WA 98109

At the conclusion of the inspection, a Form-FDA483, Inspectional Observations, was issued to Mr.
Patel.

Organizational Charts are included in Exhibit PR1, pages 9-13. A list of individuals were interviewed
during the inspection is included in Exhibit PR4.

(EL)
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Ms. Anne L. Shandy (Director, Quality Systems) assisted me throughout the inspection with document
requests, interview arrangements, and coordination of facility tours. Additional Juno Manufacturing
Plant (JuMP) key personnel, subject matter experts (SMEs), and associates who provided information,
records, and accompanied me on facility tours are documented in this EIR and listed in Exhibit EL-
1.

Opening meeting participants are listed below and collected in Exhibit EL-2.

Jeffrey L. Masten VP and Quality Site Head

Snehal S. Patel VP Global Manufacturing Network

Brian R. Christin Director, Product Technical Stewardship, Cell Therapy Global MS&T
Mary F. Mallaney  Director, Early CMC Portfolio and Technical Writing

Anne L. Shandy Director, Quality Systems

Michael C. Barlow  Associate Director, Manufacturing Operations

Bristol Myers Squibb™ (BMS) JuMP Bothell Site Leadership and Quality Leadership Team key
personnel names, titles, hire dates, and job descriptions were collected and submitted in Exhibit EL-
3. Examples of the firm’s key leadership personnel include but are not limited to the following.

Jeffrey L. Masten — Vice President, Quality Site Head (Bothell)

= Hire date: October 23, 2017
» Responsible for the day-to-day operations of the JuMP Quality Assurance, Quality Systems,
and Quality Control.

Snehal S. Patel — Vice President, Global Manufacturing Network

» Hire date: February 05, 2018
= Accountable for building, leading, and optimizing the operations of the global cell therapy
manufacturing network.

Anne L. Shandy — Director, Quality Systems

= Hire date; June 03, 2019
* Responsible to lead the Quality System to ensure site level Quality Systems are appropriately
designed, implemented, and measured for cGMP compliance and effectiveness.

Brett A. Johnston — Senior Director, Quality Assurance Operations
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manage product quality complaints, deviations, OOSs, and CAPAs. A list of the firm’s Quality SOPs
is summarized in Exhibit PRS.

Follow up to the Deviations, CAPAs, and Change Controls, listed in Attachment PR2 were reviewed
during the inspection, and no concerns were noted. I followed up on DCR 2019-10704 at the site, per
request from CBER/OCBQ/DMPQ and noted no deficiencies with the implementation of this
particular change control.

The firm’s Quality Management SOP, POL-GMP-000031, was reviewed and describes the firm’s
Quality Management system. The Global Quality System Manual, QM AN-000002, dated 25Jun2019,
defines the Quality Unit responsibilities for GMP functional management reviews and global GMP
policies, internal communications, resource management, and quality planning. Key responsibilities
for the Quality Unit concerning GMP functions included but were not limited to: internal audits,
approving changes, authorizing written documents, approving specifications, approving batch records,
checking the maintenance of equipment, ensuring that production records are evaluated, and ensuring
products are stored according to appropriate documentation.

The Quality Audit and Self Inspection process was reviewed, and 1 confirmed internal audits are
conducted on a routine basis (see request in Attachment PR1, page four, Internal Audits).

Quality system coverage included but was not limited to coverage sections below.
Adverse Events
(PR)

AEs are processed by the Juno Therapeutics, Inc. Seattle Dexter Corporate site. I reviewed a listing
of AEs submitted under the IND from 1/1/20 to the present. I did review the firm’s Adverse Event
SOPs and noted some deficiencies which are discussed in the Objectionable Conditions/Discussion
with Management section as a discussion item.

The current Adverse Event SOP, SOP-G-500, Adverse Event Case Processing Worldwide, dated
110ct2020, does not include the following criteria for reporting post-marketing adverse experiences
to FDA. Specifically,

a) There is no definition of what type of Adverse Event requires submission of a post market 15-Day
“Alert Report” (i.e. Serious & Unexpected, whether foreign or domestic).

b) There is no description of what type of Adverse Events are submitted to FDA for Scientific
literature & Post marketing Studies.
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Deficiency in EM Excursion Investigation is documented under the Facilities and Equipment
System and also discussed in Discussion Item #1of this EIR. Review of OOSs of non-conformance
Lots are documented under the Production System. Review of additional OOSs are documented in
the Laboratory System of this EIR.

Deviation Trend Program

(EL)

SOP-001216, entitled “Deviation Trending Program™, V3.0, effective 09/04/2020 identifies the
activities and responsibilities for tracking, trending, and managing deviation data. I reviewed deviation
trending. Trends are identified by the Quality Systems, deviations within identified trends are reviewed
and confirmed by SMEs. Confirmed trends are assessed by cross-functional workstream teams to
determine whether CAPAs or mitigation activities are needed to prevent recurrence. The results of
trending activities are published in reports. I reviewed quarterly deviation trend reports for Q4 2019
and Q1 2020. I verified they included the elements of total number of deviation records, the list of
identified deviation trends in the quarter, the trend workstream results, the summary of trend
deviations closed within the quarter, and the reference to trend deviations initiated within the quarter.
No concerns were noted.

Annual Product Reviews

(PR)

SOP-010699, Cell Therapy Global APR/PQR for Drug Products, dated 04June2020 was reviewed and
no deficiencies were noted. I explained that actual APRs would be reviewed post-approval. There was
arequest in Attachment PR 1, page five, that vector manufacturing and testing will be part of the APR,
and I confirmed that Section 4.2 of SOP-010699 included this language.

CAPAs
(PR)

The Global CAPA SOP, SOP-001151, Global CAPA Management, dated 17Dec2018, was reviewed
and several CAPAs in response to deviations were also reviewed. A list of CAPAs that were reviewed
off-site by CBER/DMPQ during the inspection is listed in Attachment PR2. Ireviewed a database of
CAPAs and no concerns were noted.

Change Control
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walkthrough inspection, I observed firm’s employees did not always follow written SOP in conducting
analytical procedures. Training does not appear effective. Objectionable observations were noted. See
Observations # 4, Sb, and 6 of this EIR for further details.

MANUFACTURI DE
(PR)

Lot numbers are assigned to each manufacturing component including the leukapheresis product,
CD4+/CD8+ cryopreserved intermediates, and CD4+/CD8+ drug products. The lot numbering
structure consists of two parts. The first is a patient-specific 10 character randomized alphanumeric
sequence (JOIN) that is shared across process components for a patient collection and is a completely
random number. The second is an alphabetic suffix (lot suffix) appended to the JOIN to denote the
various production components (i.e. leukapheresis product, intermediate, drug product). An example
lot code is included below, and a Lot Numbering Overview is included in Exhibit PR41.

A891-783XC A
JOIN CODE = A891-783XC

Suffix (A) = Leukapheresis Product

YOLUNTARY CORRECTIONS

There was no previous FDA inspection at this site. This was the first inspection at this site.

OBJECTIONABLE CONDITIONS AND DISCUSSION WITH MANAGEMENT
(PR)

The format of this Objectionable Conditions/Discussion with Management section is presented as the
FDA-483 item in bold form, background supporting data and relevant evidence which includes a
detailed discussion of the observation and relevance, and the firm’s comments, if any. If no supporting
Exhibits are referenced, the supporting information is limited to the investigator’s review, interviews,
and discussion thereof. Any reference to the “firm” means the firm’s individuals. All comments under
“Discussion with Management” sections under each FDA-483 item are comments made by the firm
during the issuance of the FDA-483, Inspectional Observations, during the FDA closeout meeting on
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