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Life-Changing Medicines. Redefining Possibilities.

Caution Concerning Forward Looking Statements

This slide deck and the accompanying oral presentation contain forward-looking statements, including, but not limited to, statements related to Jazz Pharmaceuticals' belief in
the potential of Rylaze to provide a reliable therapeutic option for adult and pediatric patients to maximize positive treatment outcomes; growth prospects for Rylaze, including
plans for a U.S. label expansion, international geographic expansion and approval of additional indications for Rylaze; the availability of a reliable supply of Rylaze; and other
statements that are not historical facts. These forward-looking statements are based on the Company's current plans, objectives, estimates, expectations and these forward-
looking statements are based on the Company's current plans, objectives, estimates, expectations and intentions and inherently involve significant risks and uncertainties.

Actual results and the timing of events could differ materially from those anticipated in such forward-looking statements as a result of these risks and uncertainties, which
include, without limitation, risks and uncertainties associated with: effectively launching and commercializing Rylaze; maintaining or increasing sales of and revenue from
Rylaze; the costly and time-consuming pharmaceutical product development process and the uncertainty of clinical success, including risks related to failure or delays in
successfully initiating or completing clinical trials and assessing patients such as those being experienced, and expected to continue to be experienced, by the Company as a
result of the effects of the COVID-19 pandemic; the time-consuming and uncertain regulatory approval process, including the risks that the Company may be unable to submit
anticipated regulatory filings on the timeframe anticipated, or at all, or that the Company may be unable to obtain regulatory approvals of Rylaze for additional indications and
label expansion, in a timely manner or at all; regulatory initiatives and changes in tax laws; market volatility; the ultimate duration and severity of the COVID-19 pandemic and
resulting global economic, financial, and healthcare system disruptions and the current and potential future negative impacts to the Company's business operations and
financial results; protecting and enhancing the Company's intellectual property rights; delays or problems in the supply or manufacture of Rylaze; complying with applicable U.S.
and non-U.S. regulatory requirements; government investigations, legal proceedings and other actions; obtaining and maintaining adequate coverage and reimbursement for
Rylaze; the Company's ability to achieve expected future financial performance and results and the uncertainty of future tax, accounting and other provisions and estimates;
and other risks and uncertainties affecting the Company, including those described from time to time under the caption "Risk Factors" and elsewhere in Jazz Pharmaceuticals'
Securities and Exchange Commission filings and reports, including the Company's Form 10-K for the year ended December 31, 2020, and future filings and reports by the
Company. In addition, while the Company expects the COVID-19 pandemic to continue to adversely affect its business operations and financial results, the extent of the impact
on the Company's ability to generate sales of and revenues from its approved products, execute on new product launches, its clinical development and regulatory efforts, its
corporate development objectives and the value of and market for its ordinary shares, will depend on future developments that are highly uncertain and cannot be predicted
with confidence at this time, such as the ultimate duration and severity of the pandemic, governmental "stay-at-home" orders and travel restrictions, quarantines, social
distancing and business closure requirements in the U.S., Ireland, UK and other countries, and the effectiveness of actions taken globally to contain and treat the disease.
Moreover, other risks and uncertainties of which the Company is not currently aware may also affect the Company's forward-looking statements and may cause actual results
and the timing of events to differ materially from those anticipated.
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INTRODUCTION AND
OVERVIEW

BRUCE COZADD
CHAIRMAN AND CHIEF EXECUTIVE OFFICER
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Now Available
High Quality, Reliably Supplied Erwinia Asparaginase

The only recombinant erwinia asparaginase manufactured product that maintains a clinically
meaningful level of asparaginase activity throughout the entire duration of treatment

RYLAZE

asparaginase erwinia chrysanthem
(recombInant)-ryWn ormesoame per via

Please see full prescribing information at www.rylaze.com
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Agenda

1. Introduction
Bruce Cozadd, Chairman and Chief Executive Officer

2. Pediatric ALL and the Role of Asparaginase

Luke Maese, D.O.
Associate Professor of Pediatrics, University of Utah - Huntsman Cancer Institute

Division of Pediatric Hematology/Oncology, Primary Children's Hospital

3. Rylaze: Clinical, Development and Manufacturing Overview
Rob lannone, M.D., M.S.C.E., Executive Vice President, R&D and Chief Medical Officer

4. Rylaze: Commercial Overview
Kim Sablich, Executive Vice President and General Manager, North America

5. Q&A
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Rylaze — Driven by Patient Need

From Concept to Launch

0000
INNOVATE oo EXECUTE
High-quality recombinant product oo’ Accelerated clinical development; Optimize treatment;
with reliable, consistent supply ‘e e CMC/manufacturing excellence save lives
0000

RAPID PROGRESSION FROM PHASE 1 INITIATION TO LAUNCH IN ~2.5 YEARS

RTOR
Phase 1 Phase 1 Phase 213 o, ) submission Initiated
Initiated Completed Initiated December 2020

r Jazz PharmaceuticalS RTOR = Real-Time Oncology Review 6 | July 20, 2021



Patient-Centric Innovation Drives our Strategy
Putting Patients Front-and-Center of Everything We Do

Quickly advancing Rylaze from concept-to-approval is a critical advance for patients

Drive to address significant unmet needs for ALL
patients

Highly productive collaboration with both COG and FDA

Leighton (JZP458 trial participant)

@ Strategic investments in growing our concept- and her mom, Allison
@ to-approval capabilities

r Jazz Pharmaceuticals 7 | July 20, 2021



PEDIATRIC ACUTE LYMPHOBLASTIC
LEUKEMIA AND THE ROLE OF ASPARAGINASE

LUKE MAESE, D.O.
ASSOCIATE PROFESSOR OF PEDIATRICS
UNIVERSITY OF UTAH - HUNTSMAN CANCER INSTITUTE

DIVISION OF PEDIATRIC HEMATOLOGY/ONCOLOGY
PRIMARY CHILDREN'S HOSPITAL
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Acute Lymphoblastic Leukemia
(ALL)
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Acute Lymphoblastic Leukemia

o i i Number of Childhood Cancer Diagnoses Per Year
Malignant clonal disease of the bone marrow Total = 15.780, Age 0-19

in which early lymphoid precursors proliferate
and replace the normal hematopoietic cells of
the marrow

» Occurs across the age spectrum
 Most common childhood cancer

— ~6000 new US cases/year (~3000 children) /

— 30 cases/million < 20 y/o

—— Male

—&— Total |; Acute Lymphoblastic Leukemia (ALL): 20%
—e— Female I Erain and Central Nervous System: 18%
Hodgkin Disease: 8%
Mon-Hodgkin Lymphoma: 7%
M Acute Myeloid Leukemia (AML): 5%
M Neuroblastoma: 5%
Bone Tumors: 5%
M Thyroid Carcinoma:- 4%
M Wilms / Kidney: 3%
Germ Cell Tumors: 3%
¥ Rhabdomyosarcoma: 2%
B Retinoblastoma: 2%
Melanoma: 2%
Other: 16%

Rate per 100,000
O = M Wk O~ @O O
1 1 1 1 | 1 1 1 1 ]

:

Source: K. Kaushansky, M.A, Lichtman, 1.T. Prchal, M.M. Levi, O.W. Press, L.J. Burns,

M. Caligiuri: Williams Hematology, Sth edition IHIT M lIJ
HEALTH www.accessmedicine.com Number of Childhood C Di 10 LH\ICFR I‘§9TITL‘TF
UNIVERSITY OF UTAH Copyright © McGraw-Hill Education. All rights reserved. umper or Lnidnoodad Lancer thagnoses uﬁ]vzriswlv“or ke

<1 =
1-4 -
5-9 4
85+

55-50 -
65-69
70-74 -
75-79 -
80-84 -

T T
LN R
bdbdld
N M TF T m
Age at diagnosis (years)

15-19 -
20-24 -

10-14
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Acute Lymphoblastic Leukemia

¢

HEALTH
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2"d most lethal cancer in children

Figure 2. Trends in Pediatric Cancer Incidence Rates
by Site, Ages 0-19, 1975-2010

35

Acute
30 lymphacytic

leukamia

[——
25 Braim and
[

—
Man-

20 = Hodgkin
lymphana

—
i Hodgkin
Me— lymphana

e
Malignant

i0 bane tumars

Rate per million

i I 3 § | | | i 3

1975 1980 1985 1990 1995 2000 2005 2010
Year of diagnosis

CMN% = Central nerwous systam

Mote: lines represent loinpoint fitted trends. Benign and borderline brain
tumors are not included. Malignant bone tumaors include osteosarcoma and
Ewing sarcoma. Average annual percent change (APC) for cancers with
significant trends during most recent pericd: ALL (0.7), MHL {1.1), and
Hodgkin lymphoma §-0.7)

Source: Surveillance, Epidemiology, and End Results (SEER) Program, 9 SEER
Registries, National Cancer Institute

American Cancer Society, Surveillance Research, 2014

Figure 3. Trends in Pediatric Cancer Mortality Rates
by Site, Ages 0-19, 1975-2010

_
Brain and

Rate per million
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Hodgkin

ymphona

[ ]
Eidney and
rendl pelvis

—
Hedgkin

ymphoma

E’ L L 1 1 'l L L S— |
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Year of death

OS5 = Other nervous systerm.
MNaote: Lines are fitted trends based on Joinpoint analyses

Average annual percent change (APC) for cancers with significant trends
during mast recent period: ALL (-3.1 during 1988-2010), brain (-1.1 during
1975-2010), NHL {-4.1 during 1975-2010), soft tissue (-1.0 during 1979-2010),
kidney (1.2 during 1992-2010), HL {-4.9 during 1975-2010).

Source: Mational Center for Health Statistics, Centers for Disease Control and
Preventaion

American Cancer Society, Surveillance Ressarch, 2014
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ALL Survival

100~
90 — — 20062009 (N=6530)
2000-2005 (N=7835)
1995-1955 (N=7287)
80 1989-1994 (N=8200)
19831988 (N=3711)
70~
1978-1983 (N=2984)
- 60 1975-1977 (N=1313)
§' 1972-1975 (N=936)
S 50-
= 1970s - Asparaginase incorporated
v - .
40 into therapy
30-
20— 19701972 (N=499)
10-
1968—1970 (N=402)
ﬂ T T T T 1
0 2 4 6 8 10

Years since Diagnosis

Figure 1. Overall Survival among Children with Acute Lymphoblastic Leukemia (ALL) Who Were Enrolled in Chil-
w dren’s Cancer Group and Children’s Oncology Group Clinical Trials, 1968—-20089.

HEALTH Hunger and Mullighan, NEJM. 2015 12~ HUNTSMAN

CANCER INSTITUTE
UNIVERSITY OF UTAH UNIVERSITY OF UTAH



Pediatric ALL treatment

« Cooperative Groups
« 3 major US ALL cooperative groups (Children’s Oncology Group, Dana-Farber Cancer
Institute, St. Jude Children’s Research Hospital)
« Foundation of treatment advances in pediatric oncology
« Smaller numbers necessitate large partnerships
» Risk classification
« Chemotherapeutic backbones

National

comprehensive NCCN Guidelines Version 2.2021

NCCN ﬁgpﬁg[km Pediatric Acute Lymphoblastic Leukemia

Ph-Negative ALL Induction Consolidation
COG AALL0932 regimen® SR arm: dexamethasone, vincristine, egaspargase;| SR-Low/Avg arm: 6-MP,? vincristine; IT therapy:
(SR) IT therapy: cytarabine then methotrexate methotrexate
SR-Avg/High arm: cyclophosphamide, cytarabine,
6-MP,° vincristineilpegaspargasei IT therapy:
3 methotrexate
COG AALLD1131 n‘-.'rgimem1T ltl.&a.m‘.med.u..scne or dexamethasone, vincristine, HR arm: cyclophosphamide, cytarabine, 6-MP,2
(HR) pegaspargase,|daunorubicin; IT therapy: cytarabine then | vincristine, |pegaspargase;|IT therapy: methotrexate
methotrexate
DFCI ALL Protocol 11-00118 Prednisone, vincristine,|pegaspargase,|doxorubicin, SR arm: high-dose methotrexate, vincristine,
IT cytarabine, then tripleTT thetapy (111)2 | pegasparagase, p-MP.® dexamethasone; IT therapy:
methotrexate or 1112

,H,Eﬂ{ﬂﬂh_aﬁms;wigh—dose methotrexate, vincristine,
egasparagase, 6-MP.® dexamethasone, doxorubicin,
dexrazoxane; 11 therapy: methotrexate or ITT#

u? Total Therapy XVI regimen® Prednisone, vincristine, daunorubicin'|pegaspargase, LR arm: high-dose methotrexate, 6-MP.? ITT2

cyclophosphamide, cytarabine, 6-mercaptopurine (6-MP),P SR/HR arm: high-dose methotrexate, 6-MP.P [TT2
H E A LT H age-adjusted ITT? 13 HUNTSMAN

: ’ : ; i , . \ ; . CANCER INSTITUTE
UN|VERS|TY OF UTAH Wersion 2 2021, 1022520 & J01H0 Mabional Comprehensive Cancer Network® (MCCN#), All ghis reserved. NCCH Guidelnes® and this illusiration may nof be reproduced in any form without the express weitten permission of NCCHL UNIVERSITY OF UTAH




Asparaginase
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Asparaginase Background

« L-asparaginase is

: :
produced in animals, - ‘
plants, and |
microorganisms 7 IS

 Normal cells can
synthesize L-asparagine
(asparagine synthetase),

many malignant cells £y ] '
cannot (lack asparagine < 178
synthetase) FH 1ok
 Asparaginase shown to I 1°$
have anti-tumor properties o] : ~ 1| 5
as far back as the 1960s e  E R R R k.

* LU

Mice “cured” ™

Tumors completely suppressed 1|34 4 3|1

Average laotent period of

tumors  (days) ° 9| |9 rzl msﬁs EIETEIE]E) sis 9
Maximum and minimum latent

k] "rﬁrqlrz’()l 9
iods of tumors (days ° 9 E : g 21399?93999 °
HEALTH  pa siva 2016; Broom, 1963 B - At el 5 B

UNIVERSITY OF UTAH



Measurement of Effectiveness

» Therapeutic Drug Monitoring (TDM)

6 ®
» Serum asparagine
» Accurate measurement in patients S5f o
undergoing asparaginase therapy is <
challenging due to the continued g r° S
hydrolyzation of asparagine g sk o © Monkey
« Serum asparaginase activity (SAA) §
« Inverse relationship with asparagine % ir°
concentrations L oo
« Standard for monitoring L
: O e & o o o ©
* 0.1 IU/mL most widely accepted , X 1 : .
threshold for therapeutic SAA 0 01 02 03 04

PLASMA ASPARAGINASE ACTIVITY, IU/mi

U? Riccardi, et al. Cancer Res. 1981 E

HEALTH van der Sluis, et al. Haematol. 2016 ., yunTsMAN

CANCER INSTITUTE
UNIVERSITY OF UTAH UNIVERSITY OF UTAH




Asparaginase Preparations

Host

Preparation

Drug

Decade
developed

Notable Items

53
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Escherichia Coli (E. coli)

Native E. coli
asparaginase

Elspar

1960s

* Not currently
supplied in
us

Pegylated asparaginase

Oncaspar
(SS-PEG)

1980s

* First long acting
product

* Decreased
hypersensitivity

Asparlas
(SC-PEG)

2000s

* More
stable

* Extended
half life

Erwinia chrysanthemi

Erwinia asparaginase

Erwinaze

1970s

 Substitute for
patients with
hypersensitivity to
E. coli derived
asparaginase

* Manufacturing
limitations

* Global shortage
since 2016

Recombinant Erwinia
asparaginase

Rylaze™
(asparaginase erwinia
chrysanthemi
(recombinant)-rywn)

2021

e Recombinant
manufacturing
process

* Phase 2/3 clinical
trial ongoing

17

|
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Therapeutic Role

* Asparagine depletion is a hallmark of ALL and LBL
therapy and improves outcomes

Table 2

Protocols of trials showing improved efficacy with addition of L-asparaginase

Protocol® Treatment phase L-asparaginase dose Frequency Principal finding
CCG 101/143%= Induction 6000 [U/m* IM 3x/week for 3 weeks Overall induction remission rate of
93% versus B6%
DFCI 77-01%=28 Induction 50,000 IU/m® IV (<6 years) g 2 days x 5 doses Significantly greater DFS in
Intensification 25,000 IU/m? IV ( =6 years) i week (until patients assigned to asparaginase
50,000 IU/m? IV (<6 years) doxorubicin completed) arm (72% vs. 42%; P=0.04)
25 000 IU/m2 IV (=6 1J,fE.-'?tru]n
POG 8704¢=7 Induction 10,000 1U/m? IM Day 27, 29, and 31 Significantly greater 4-year
Continuation 25,000 IU/m* IM g week x 20 doses CCR rate with asparaginase vs.
control (71% vs. 58%; P<0.001)
IDH-ALL-91"=8 Induction 10,000 1U/m? 8 x over 3 weeks Significantly greater 9-year DFS in
Reinduction 10,000 [U/m? 4 x over 2 weeks patients assigned to asparaginase
Continuation 25,000 |U/m? g week x 20 doses arm (88% vs. 79%; P=0.03)

#All protocols used native E. colif asparaginase, except IDH-ALL-91, in which >80% of patients received Erwinia asparaginase, "Randomized clinical trial. ALL=Acute
lymphoblastic leukemia, CCG=Children’s Gancer Group, GCR= Gontinuous complete remission, CR=Complete remission, DFGlI=Dana—Farber Cancer Institute,
DF5=Disease-free survival, E. coli=Escherichia coli, IDH=Italian, Dutch, Hungarian, IM=Intramuscular, IV=Intravenous, POG=Fediatric Oncology Group, g=Every

¢

Egler, ] Pharmacol Pharmacother. 2016
HEALTH 18

UNIVERSITY OF UTAH

HUNTSMAN
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Therapeutic Role

0 25 50 75 100
EFS (%)

[[] Less intensive asparaginase [[l] More intensive asparaginase

Intensification studies

1 Less than or greater than 25 weeks of treatment
2-5 Additional 20 weeks of treatment
6-7 Erwina vs E.Coli-ASP

*p<0.05; **p<0.01; ***p<0.001

53
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Asparaginase lToxicities
* Major
° Hypersensitivity Elavaladlmranwmash— |
* Pancreatitis ”:““ﬁ:_:“:”e”‘:‘a '
. WSO rioanesmils ¥
* Thrombosis Hyperglycasmia [— |
* Hepatotoxicity Pancreatitis
FEliguE|r"H]:|
¢ OtherS Thrombosis
° Hyperglycemia MauseaVomiting W Paediatric (n = 1274)
o Encephalopathy HF::ZF:;:: OAdolescentiAdult {n = T6)
* Myelosuppression ; e A - e
* Hypertriglyceridemia Incidence (% patients)

U B

Heo, Drugs. 2019
HEALTH g 20 HUNTSMAN

UNIVERSITY OF UTAH UNIVERSITY OF UTAH



Asparaginase Hypersensitivity

Pegaspargase hypersensitivity

e L-asparaginase hypersensitivit
P g YPp Yy Consortium/Study N Hyperfen;mwty
rates rate (%)
+ Short acting E. coli: 10-30% el .
ortacting t. coll: 1U-5U% CCG-1991 3054 16
* Long-acting E.coli POG 9203 34 24
(Pegaspargase or NOPHO ALL2008 615 13
Calaspargase pegol): 3-24% DFCI 11-001 120 12
. . Total XVI 598 13.5
* Erwinia chrysanthemi: 3-37%
AALL0232
LY 2369 14
(consolidation)
AALL 1131

902 13

U?' (consolidation)
é . |

HEALTH 21 HUNTSMAN
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Asparaginase Importance in Therapy

53
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1.0 A

0.6

Disease-Free Survival (probability)

COG NCI HR B-ALL

Completed courses with Erwinia

Got all PEG doses

Missed any asparaginase course

0.4
0.2
Erwinia substitution, received all doses (n = 187)
= = == Missing asparaginase doses (n = 443)
Received all PEG-ASNase doses (n = 1,556)
I I I I I I I I I I I I I
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Time (years)
No. at risk:
Erwinia 187 176 169 159 147 140 130 97 61 36 19 5 0 0
Not all doses 443 422 400 351 320 294 268 218 157 118 77 51 19 1
All dose 1,566 1,487 1,410 1,322 1,225 1,131 1,002 771 584 430 259 143 48 13

Gupta, et al. JCO. 2020

22
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Summary

 ALL is the most common cancer of childhood

« Significant improvement in ALL survival over the past century
* Achieved through cooperative group research and optimization
of chemotherapeutic strategy
* Asparaginase is an integral component of ALL therapy
* Importance of asparaginase depletion has been definitively
established

« Side effects are frequently encountered with long acting
asparaginase products

« Second line asparaginase products are essential

w ﬂ
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RYLAZE: CLINICAL, DEVELOPMENT
AND MANUFACTURING OVERVIEW

ROBERT IANNONE, M.D., M.S.C.E.

EXECUTIVE VICE PRESIDENT, RESEARCH & DEVELOPMENT AND CHIEF
MEDICAL OFFICER

r Jazz Pharmaceuticals



HCPs Have Been Forced to Make Difficult Choices

Missed Asparaginase Doses Can Lead to Compromised Patient Outcomes’

Supply Management Compromises

Delaying —
Treatment 000

Reducing the number of

y . Prioritizing ..e®
Erwmla. asparaginase doses or Patients ey
omitting entire courses Asparaginase treatment is Borrowing & @
delayed unti product is Supply ‘b
available Prioritizing patients based on Rechallenge / ‘
severity of disease and / or Desensitization c
severity of HSR Pharmacy directors call other
institutions to source Erwinia
asparaginase Retreating with E. coli-derived

asparaginase in the ICU with
multiple premeds

r Jazz Pharmaceuticals T Gupta, S, et al., 2020. Impact of Asparaginase Discontinuation on Outcome in Childhood Acute Lymphoblastic HCP = healthcare provider 25 | July 20, 2021

Leukemia: A Report From the Children’s Oncology Group. Journal of Clinical Oncology, 38(17), pp.1897-1905. HSR = hypersensitivity reaction



A Scalable, High Quality, Modern Process

Rylaze Recombinant Protein Manufacturing

Ll 1
: ©
1000 L

PRODUCTION STANDARDS
with advanced
quality control

Purification of Erwinia
asparaginase and final formulation
4
Frozen drug substance

! :
1 °
| |
1 X E formentati | EFFICIENT One year of global supply on hand at
. ermentation AND HIGH YIELD launch
I | PRODUCTION
e S in as little as 3 weeks . .
________ ¥ Further inventory build post-launch to
. I -
Chilled cell paste | ensure security of supply
Extraction of Erwinia asparaginase : . : .
et ! Working with long established and world-
| CONSISTENT class manufacturing partners
:
1
|

|
1
|
I
|
! )
|
I
|
1
|

Filling of drug product “ready to use”
solution in low particulate filling

NDC 68727-900-03

RYLAZE"‘ 10 mg/0.5 mL

asparaginase erwinia chrysanthem (recombinant)-rywn

I : i
| ! Dcﬁﬂ"/fyfp ''''' bmfc(ofc
I : et
I 1 Snobo s 0 e

components | @ e
1 o P2 —

I o “ip:aymacéu cals InC.. /

' Product is I A READILY HIGHLY A SIMPLE I TN scuLarusE -
| - AVAILABLE SUPPLY  PURIFIED READY-TO-USE ; iy
1 ready to use : with a shelf life product FORMULATION gf;”c;i'giijsi’f;?,hi?”‘eS‘”Q'SD"“V“’S £ i
e ____f | of 24 months that requires no filtration e — e —

r Jazz Pharmaceuticals *Maese, L., et al., 2021. Can recombinant technology address asparaginase Erwinia chrysanthemi shortages? Pediatric Blood & Cancer. 26 | July 20, 2021



Rylaze Asparaginase Activity

Preclinical & analytical data Phase 1 healthy volunteer trial — JZP458 101

* |dentical amino acid « Comparability between 25,000 |U Erwinaze
sequence and 25mg JZP458

* In vitro asparaginase » Basis for starting dose in Phase 2/3 clinical trial
activity comparable to RSO0

: JZP-458 25 mg/m2 IM
Erwinaze amem 3
A o A —
10 © A 10 = 2 A
Rylaze Erwinaze g & g &
Drug Substance Drug Product S N > S
Activity U/mg Activity U/mg 2 M = >
=) 3
= =
0l =] = = = = — ——— - N i — = - = = = = =
658 693 2
Batch A Batch X
0.01 —TrTTTTT Nr—T—T—T—T—TT"T1
0 24 48 72 9% 0 2 48 72 9

663 610 Time (hours) Time (hours)
Batch B Batch Y ﬁ

r Jazz Pharmaceuticals 27 | July 20, 2021



Pivotal Trial Design’

M W F M W F

VAV AV a4

Assessments include:

Patients » Blood samples (NSAA
* Peds & adults w/1L ALL/LBL levels); pre- and post-dose
« > Gr3 allergic reaction to E. « Safety data

coli asparaginase or silent

inactivation

r Jazz Pharmaceuticals "Clinical study protocol: JZP458-201. IND 129622. Jazz Pharmaceuticals; 21st course

1° Endpoint

* % patients with last 72-hr NSAA = 0.1 IU/mL?2
» Safety and tolerability

Key 2° Endpoint

* % patients with last 48-hr NSAA = 0.1 [U/mL?2

2° Endpoints

* PK, exposure-response modeling, immunogenicity

28 | July 20, 2021



Open-label, multicenter!, Phase 2/3, dose confirmation and
pharmacokinetic study; planned enroliment complete?3

Pivotal part A: IM dose confirmation

Each planned dose of asparaginase
replaced by six doses of JZP458 (IM) dosed
M/W/F

[ ]

) n

Patients with ALL or LBL

who develop 2 Grade 3
allergic reactions to long-
acting E. coli-derived

asparaginase or have silent

inactivation and have 21

dose remaining in their °
treatment plan

Initiated with confirmed IM dose w

M/W/F, Monday, Wednesday, Friday

IM = intramuscular
IV = intravenous

f Jazz Pharmaceuticals

Part A IM dosing cohorts (n=168)
Dosing schedule M W F
Cohort 1a 25mg/m? 25mg/m? 25mg/m?
Cohort 1b 37.5mg/m? 37.5mg/m?  37.5mg/m?
Cohort 1c 25mg/m? 25mg/m? 50mg/m?

Part B: IV dose confirmation (n=62)

Each planned dose of asparaginase
replaced by six doses of JZP458 (IV) dosed
M//W/F

"5 s Eogn

1JZP458-201 will involve Children’s Oncology Group (COG) sites across North America (United States and Canada); 2Clinical study protocol: JZP458-201. IND 129622. Jazz

Pharmaceuticals Ltd.; SNCT04145531. Available at https://clinicaltrials.gov/ct2/show/NCT04145531 (accessed July 2021).

29 | July 20, 2021


https://clinicaltrials.gov/ct2/show/NCT04145531

Rylaze Label: Indication, Dosage and Administration

INDICATIONS AND USAGE:
« RYLAZE is indicated as a component of a multi-agent chemotherapeutic regimen for the treatment of

acute lymphoblastic leukemia (ALL) and lymphoblastic lymphoma (LBL) in adult and pediatric patients
1 month or older who have developed hypersensitivity to E. coli-derived asparaginase.

DOSAGE AND ADMINISTRATION:

« When replacing a long-acting asparaginase product, the recommended dosage of RYLAZE is 25 mg/m?
administered intramuscularly every 48 hours. See the full prescribing information for the long-acting
asparaginase product to determine the duration of administration of RYLAZE as replacement therapy.

f Jazz Pharmaceuticals 30 | July 20, 2021



Rylaze Label: Efficacy

» Determination of efficacy was based on a demonstration of the achievement and
maintenance of nadir serum asparaginase activity (NSAA) above the level of 0.1 U/mL

« The results of modeling and simulations showed that for a dosage of 25 mg/m? administered
intramuscularly every 48 hours, the proportion of patients maintaining NSAA 2 0.1 U/mL at

48 hours after a dose of RYLAZE was 93.6% (95% CI: 92.6%, 94.6%)

» No clinically meaningful differences in safety or NSAA across pediatric age groups (infants,
children, adolescents)
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Rylaze Label: Safety

« The most common adverse reactions (incidence >15%) were abnormal liver test, nausea,
musculoskeletal pain, fatigue, infection, headache, pyrexia, drug hypersensitivity, febrile neutropenia,
decreased appetite, stomatitis, bleeding and hyperglycemia.

 |In patients treated with the Rylaze, a fatal adverse reaction (infection) occurred in one patient and
serious adverse reactions occurred in 55% of patients.

« The most frequent serious adverse reactions (in 25% of patients) were febrile neutropenia, dehydration,
pyrexia, stomatitis, diarrhea, drug hypersensitivity, infection, nausea and viral infection.

« Permanent discontinuation due to an adverse reaction occurred in 9% of patients who received Rylaze.

« Adverse reactions resulting in permanent discontinuation included hypersensitivity (6%) and infection
(3%)."

r Jazz Pharmaceuticals "Prescribing Information: https:/pp.jazzpharma.com/pi/rylaze.en.USPI.pdf 32 | July 20, 2021
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Continuing to Enhance and Expand Rylaze Use

01

Rylaze
Development 02
Next Steps

03

f Jazz Pharmaceuticals

Dosing
Evolution

Ph3 trial cohorts complete; support dosing evolution

Pursuing M/W/F dosing for U.S. label

Intravenous administration

2022 EU submission planned
Japan submission to follow
Evaluation of other regions

Data generation

Support investigator sponsored trials in ALL and

Geographic
Expansion

R&D

additional

Explore expanded use in ALL and

patient

populations

additional

patient

populations
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Summary and Conclusions

« Jazz developed a high quality, efficient and consistent manufacturing process to meet global demand

» Pre-clinical analytical data predict comparable asparaginase activity to Erwinaze, which was used to
establish the dose for the JZP458 Phase 1 trial in healthy volunteers

« JZP485 Phase 2/3 clinical trial was designed to improve 72-hour asparaginase activity to optimally support
M/WI/F dosing

« Plan to follow the current approval, based on 48-hour dosing data, with data from the completed cohort 1c
(25/25/50 mg/m? M/W/F) to support a label update

« Enrollment in the IV cohort is complete and data from this cohort support global submissions

 Planning for additional indication development is underway
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RYLAZE: COMMERCIAL
OVERVIEW

KIM SABLICH, EXECUTIVE VICE PRESIDENT AND
GENERAL MANAGER, NORTH AMERICA
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Rylaze: Key Events Timeline
U.S. Commercial Product Availability as of Thursday, July 15, 2021

Price Compendium Rylaze Commercially
Listing Available

Print, pack, ship July 15th July 15th

Expect near-universal payer
coverage from launch

FDA Approval

Price The Rylaze Wholesale Acquisition Price, or WAC, is
High-quality recombinant product $4,390 per vial; per vial pricing is comparable to the
with reliable, consistent, supply historic cost of Erwinaze

. ) 1Real-Ti (@] | Revi
f Jazz Pharmaceuticals ealtime Bneology Review 36 | July 20, 2021



Jazz Has Served ALL Patients for Nearly a Decade
U.S. Market Overview

[gj FOCUSED EXECUTION

Focus on Pediatric Oncologists at Launch
The maijority of ALL incidence and asparaginase Treatment Landscape

treatment is in the pediatric setting 6.000 fFALL in the U.S
° ~0, new cases O INn the U.

annually’
Concentrated Prescriber Base _ .
Focused on ~280 accounts covering 90% of current « ~20% of patients will have a
asparaginase treatment hypersensitivity reaction to E. coli-derived

asparaginase?
Well Defined Pediatric Treatment Paradigm

90% of all pediatric cancer patients are treated in COG
institutions

. 1 https://seer.cancer.gov/statfacts/html/alyl.ntm | (accessed 07/05/21); 2 https://www.fda.gov/news-events/press-announcements/fda- COG = Children’s Oncology Group
r Jazz Pharmaceuticals approves-component-treatment-regimen-most-common-childhood-cancer (accessed 07/05/21) ALL = Acute Lymphoblastic Leukemia 37 | July 20, 2021



Rely on Rylaze

Ready to Deliver for Patients and Drive Confidence in Completing Asparaginase Therapy

a MESSAGING

Drive Awareness Physicians have been forced to make

and Es.tabl!Sh Cor.‘f'dence . difficult decisions in the absence of
Rylaze is a high-quality product with modern .
reliable supply

manufacturing and reliable supply to complete
course of therapy: Rely on Rylaze

H : RYLAZE"
Completing Asparaginase Therapy RELY ON RYLAZE—THE ONLY RECOMBINANT  sonifisee
Educate and reinforce understanding that A A OO

completing asparaginase therapy and
continued asparagine depletion are critical to
optimal patient outcomes

Links to side 3
( ROLE OF ASPARAGINASE AND IMPACT OF HSRs ))

( EFFICACY, SAFETY, AND DOSING )) C ORDERING AND JAZZ SUPPORT ))
inks to side 16 Links 1o side 25
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Multi-Pronged Approach Drives Success

Maximizing Our Reach to Ensure Every Patient in Need Can Get Rylaze

4 OUTREACH

Jazz Knows ALL Prescribers
Jazz has been addressing ALL needs for nearly
a decade; existing Leukemia OAM team

@ Jazz Pharmaceuticals

NOW APPROVED Asparaginase therapy for ALL/LBL:

considerations for treatment
to maintain patient outcomes

BT | N E

RYLAZE" linase erwinia chrysanthemi .
i\?‘ﬁﬁm | t\\‘\H‘ T‘L;F?q\“lw* ‘j J ..]{3'][_:"[ "r'"'-'i\"| DOSING AND ORDERING GUIDE Q
O o RYLAZE .‘\' =)

Strategic Engagement

Experienced MSL, ARM and RMM teams will
engage with thought leaders and key decision
makers to enable launch success

Surround Sound Support

Disease awareness education as well as
websites and other digital assets to reinforce
awareness

OAM = Oncology Account Manager

r Jazz Pharmaceuticals MSL = Medical Scientific Liaison

3
asparaginase erwinia chrysanthemi
opportunity to speak with you about RYLAZE and answer any - o
Please let 1o talk with = (recombinant)-rywn fEmase: i
I Bhone number and emal address below.

RELY ON RYLAZE-THE ONLY
RECOMBINANT ERWINIA ASPARAGINASE
FOR THE TREATMENT OF ALL/LBL'

NOW APPROVED Fer more than 10 years, lazz Pharmaceuticals has been committed

s NOW APPRO to redefining the possibilities Fo’r pati‘enlswllh All'.l'LEl.
RELY ON RYLAZE—THE ONLY RECOMBINANT = e D asparaginase £

ERWINIA ASPARAGINASE APPROVED (recombinant)-r
FOR THE TREATMENT OF ALL/LBL

RELY ON RYLAZE—THE ONLY RECOMBINANT ERWINIA ASPARAGINASE
APPROVED FOR THE TREATMENT OF ALL/LBL'

( ROLE OF ASPARAGINASE AND IMPACT OF HSRs ))

( EFFICACY, SAFETY, AND DOSING >) ( ORDERING AND JAZZ SUPPORT ))

REJECT ACCEPT

®
IMPORTANT SAFETY INFORMATION
Cer

ARM = Account Reimbursement Manager
RMM = Regional Marketing Manager 39 | July 20, 2021



Well-Positioned to Address Global Needs

Focus on pediatric
oncologists at

launch
» Significant AYA population not

currently receiving or
< completing asparaginase

therapy
U.S. « European submission

Launch expected 2022 * Treatment paradigm in AYA

more fragmented than in
« Japan: Working with our pediatrics

partner on regulatory

approach « Opportunity to investigate

asparaginase use in other
indications

. ) AYA = adolescents and young adults
JaZZ Pharmaceutlcals HCP = healthcare provider 40 July 20, 2021



CLOSING REMARKS

BRUCE COZADD
CHAIRMAN AND CHIEF EXECUTIVE OFFICER
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Patient-Centric Innovation Drives our Strategy
Putting Patients Front-and-Center of Everything We Do

Quickly advancing Rylaze from concept-to-approval is a critical advance for patients

Drive to address significant unmet needs for ALL
patients

Highly productive collaboration with both COG and FDA

Leighton (JZP458 trial participant)

@ Strategic investments in growing our concept- and her mom, Allison
@ to-approval capabilities
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Q&A
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