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• This document, which has been issued by Hikma Pharmaceuticals PLC and West-Ward Pharmaceuticals Corp. (collectively, the “Company”), comprises 
the written materials/slides for a presentation. This document and its contents are confidential and may not be reproduced, redistributed or passed on, 
directly or indirectly, to any other person or published, in whole or in part, for any purpose without the consent of the Company. This document is intended 
for distribution only to persons who have i) professional experience in matters relating to investments who fall within Article 19(5); or ii) high net worth 
companies or unincorporated associations falling within Article 49, in each case of the Financial Services and Markets Act 2000 (Financial Promotion) 
Order 2005 or to those persons to whom it can otherwise lawfully be distributed. The contents of this presentation are only available to such persons and 
any persons of any other description should not act upon the contents of this document or any other information supplied with it. 

• This document does not constitute an offer to sell, or the solicitation of an offer to subscribe for or buy, any shares in the Company to any person in any 
jurisdiction to whom it is unlawful to make such offer or solicitation in such jurisdiction, nor shall it or any part of it nor the fact of its distribution form the 
basis of, or be relied on in connection with, any contract or investment decision in relation thereto.

• Some of the information is in draft form and has not been legally verified. Neither the Company nor any party is under any duty to update or inform you of 
any changes to such information. In particular, it should be noted that the financial information relating to the Company contained in this document may not 
have been audited and in some cases is based on management information and estimates.

• No reliance may be placed for any purposes whatsoever on the information contained in this document or on its completeness. No representation or 
warranty, express or implied, is given by or on behalf of the Company or any of such persons’ affiliates, directors, officers or employees, advisors or any 
other person as to the accuracy or completeness of the information or opinions contained in this document and no liability whatsoever is accepted for any 
such information or opinions or any use which may be made of them.

• Certain statements in this presentation, are forward-looking statements under the US federal securities laws, including the Private Securities Litigation 
Reform Act of 1995. By their nature, forward-looking statements involve a number of risks, uncertainties and assumptions that could cause actual results or 
events to differ materially from those expressed or implied by the forward-looking statements. These risks, uncertainties and assumptions could adversely 
affect the outcome and financial effects of the plans and events described herein.

• Forward-looking statements contained in this presentation regarding past trends or activities should not be taken as a representation that such trends or 
activities will continue in the future. The Company does not undertake any obligation to update or revise any forward-looking statements, whether as a 
result of new information, future events or otherwise. You should not place undue reliance on forward-looking statements, which speak only as of the date 
of this presentation.

• By participating in or listening to this presentation or by accepting any copy of this document, you agree to be bound by the foregoing limitations.
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Gold Therapy for RA 
Summary
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1. Gold Therapy in the Treatment of Rheumatoid Arthritis. Paul Davis. Can Fam Physician 1988; 34:445-452
2. Gold Therapy for Rheumatoid Arthritis – Is It Still Used.  Carol Eustice  VeryWell January 2017
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Jacques Forestier MD
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In Memoriam, Dr Jacques Forestier July 27, 1890 – March 15, 1978
Arthritis & Rheumatism Vol. 21 Issue 8, 23 November 2005
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Gold - Early Studies

• Numerous uncontrolled studies were performed in the 1930s & 1940s

• First double-blind controlled study undertaken by Fraser in 1945

• By 1960 that gold therapy was more widely regarded as an appropriate and 
effective treatment for rheumatoid disease as reported in the controlled study 
of the Empire Rheumatism Council

• In all studies the problem of toxicity remained paramount

• In the US, the 1973 report of the Cooperating Clinics generally supported the 
conclusions of previous studies

• In 1984, the development of an oral formulation, Auranofin added a new 
dimension to gold therapy.
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Gold Therapy in the Treatment of Rheumatoid Arthritis. Paul 
Davis. Can Fam Physician 1988; 34:445-452
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Pharmacology (1)
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Pharmacology (2)
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Use of gold compounds in rheumatic diseases. Alice Klinkhoff MD. UpToDate November 22, 2017
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Gold - Pharmacokinetics
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IM Gold - Pharmacokinetics
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Use of gold compounds in rheumatic diseases. Alice Klinkhoff MD. UpToDate November 22, 2017
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Oral Gold - Pharmacokinetics
• Auranofin 6mg taken orally on a daily basis

• Enters circulation via gastrointestinal mucosa
• Approximately 25% is absorbed
• Peak plasma concentrations (cMax) at 2 hours in new patients and 1.2 
hours in patients taking auranofin for >6 months

• Terminal plasma half-life of auranofin is 26 days (21-35), terminal body 
half-life is 80 days (40-128)

• Of a single dose: 85% excreted in feces, 15% in urine
• Retained to a much lesser degree than GST

• 300mg elemental gold retained following 20 x 50mg injections of GST
• 75mg elemental gold retained following 20 weeks of auranofin 6mg 
daily

• Comparable studies in humans are not available for auranofin but 
animal studies have shown comparatively less affinity for the liver, 
kidney and spleen

• There are no known pharmacologic drug interactions between therapeutic 
gold and any non-biologic or biologic DMARDs
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Use of gold compounds in rheumatic diseases. Alice Klinkhoff MD. UpToDate November 22, 2017
Riduara PI Revised October 2017 PI 09306 1017
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Use of Gold in RA
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• Gold can be used to control synovitis and prevent 
damage in patients with active rheumatoid arthritis 
(RA)

• Gold can be administered either as monotherapy or 
in combination with other disease-modifying 
antirheumatic drugs (DMARDs), including both 
nonbiologic and biologic DMARDs

Etanercept in combination with sulfasalazine, hydroxychloroquine, or gold in the 
treatment of rheumatoid arthritis. J Rheumatol. 2006;33(2):213. Epub 2005 Dec 15 

Approved Indications for Ridaura®:
RIDAURA (auranofin) is indicated in the management of 
adults with active classical or definite rheumatoid arthritis 
(ARA criteria) who have had an insufficient therapeutic 
response to, or are intolerant of, an adequate trial of full 
doses of one or more nonsteroidal anti-inflammatory drugs. 
RIDAURA should be added to a comprehensive baseline 
program, including nondrug therapies.
Riduara PI Revised October 2017 PI 09306 1017
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Current Use of Gold in RA
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Dosing of Parenteral Gold
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Use of gold compounds in rheumatic diseases. Alice Klinkhoff MD. UpToDate November 22, 2017
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Dosing/Monitoring of Oral Gold
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Use of gold compounds in rheumatic diseases. Alice Klinkhoff MD. UpToDate November 22, 2017
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Efficacy of Oral Gold
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Use of gold compounds in rheumatic diseases. Alice Klinkhoff MD. UpToDate November 22, 2017
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Clinical Trials (1)
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Clinical Trials (2)
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Determinants of Efficacy

FOR TRAINING PURPOSES ONLY



Please see Important Product and Safety Information at the end of this presentation.
Private and Confidential – DO NOT DISTRIBUTE ©2017 West-Ward Pharmaceuticals Corp. 19

Summary - Oral vs. IM Gold
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Use of gold compounds in rheumatic diseases. Alice Klinkhoff MD. UpToDate November 22, 2017
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Reassessing the Efficacy of Gold 
Therapy for Rheumatoid Arthritis
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Guidelines

•Gold therapy (IM and oral) has not been included in the American 
College of Rheumatology Recommendations for the use of 
Nonbiologic and biologic DMARDs in Rheumatoid Arthritis sine prior to 
2008

•In 2012 the ACR updated their guidelines from 2008 stating: 
“Cyclosporine, azathioprine, and gold were included in the literature 
search, but due to the lack of new data and/or infrequent use, they 
were not included in scenarios and the recommendations.”

FOR TRAINING PURPOSES ONLY

American College of Rheumatology 2008 Recommendations for the Use of Nonbiologic and Biologic Disease-Modifying Antirheumatic 
Drugs in Rheumatoid Arthritis. Saag, K et al. Arthritis & Rheumatism Vol. 59. No. 6 June 15 2008. pp 762-784

2012 Update of the 2008 American College of Rheumatology Recommendations for the Use of Nonbiologic and Biologic Disease-
Modifying Antirheumatic Drugs in Rheumatoid Arthritis. Singh, J et al. Arthritis & Rheumatism Vol. 64. No. 5 May 2012. pp 625-639
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PRESCRIBING INFORMATION |  Rx Only

INDICATIONS AND USAGE
RIDAURA (auranofin) is indicated in the management of adults with active classical or definite rheumatoid arthritis (ARA criteria) who have had an insufficient 
therapeutic response to, or are intolerant of, an adequate trial of full doses of one or more nonsteroidal anti-inflammatory drugs. RIDAURA should be added to 
a comprehensive baseline program, including nondrug therapies.

Unlike anti-inflammatory drugs, RIDAURA does not produce an immediate response. Therapeutic effects may be seen after three to four months of treatment, 
although improvement has not been seen  in some patients before six months.

When cartilage and bone damage has already occurred, gold cannot reverse structural damage to joints caused by previous disease. The greatest potential 
benefit occurs in patients with active synovitis, particularly in its early stage.

In controlled clinical trials comparing RIDAURA with injectable gold, RIDAURA was associated with fewer dropouts due to adverse reactions, while injectable gold 
was associated with fewer dropouts  for inadequate or poor therapeutic effect. Physicians should consider these findings when deciding on the use of RIDAURA 
in patients who are candidates for chrysotherapy.

RIDAURA® (auranofin) contains gold and, like other gold-containing drugs, can cause gold toxicity, signs of which include: fall in hemoglobin, leukopenia 
below 4,000 WBC/cu mm, granulocytes below 1,500/cu mm, decrease in platelets below 150,000/cu mm, proteinuria, hematuria, pruritus, rash, stomatitis 
or persistent diarrhea. Therefore, the results of recommended laboratory work (See PRECAUTIONS) should be reviewed before writing each RIDAURA 
prescription. Like other gold preparations, RIDAURA is only indicated for use in selected patients with active rheumatoid arthritis. Physicians planning to 
use RIDAURA should be experienced with chrysotherapy and should thoroughly familiarize themselves with the toxicity and benefits of RIDAURA.

In addition, the following precautions should be routinely employed:
1. The possibility of adverse reactions should be explained to patients before starting therapy.
2. Patients should be advised to report promptly any symptoms suggesting toxicity. (See PRECAUTIONS—Information for Patients.)
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CONTRAINDICATIONS 
RIDAURA (auranofin) is contraindicated in patients with a history of  any of the following gold-induced disorders: anaphylactic reactions, necrotizing enterocolitis, 
pulmonary fibrosis, exfoliative dermatitis, bone marrow aplasia or other severe hematologic disorders.

ADVERSE REACTIONS 
The adverse reactions incidences listed below are based on observations of 1) 4,784 RIDAURA-treated patients in clinical trials (2,474 U.S., 2,310 foreign), 
of whom 2,729 were treated more than one year and 573 for more than three years; and 2) postmarketing experience. The highest incidence is during the first 
six months of treatment; however, reactions can occur after many months of therapy. With rare exceptions, all patients were on concomitant nonsteroidal anti-
inflammatory therapy; some of them were also taking low dosages of corticosteroids.

Reactions occurring in more than 1% of RIDAURA-treated patients  

Gastrointestinal: loose stools or diarrhea (47%); abdominal pain (14%); nausea with or without vomiting (10%); constipation; anorexia*; flatulence*; dyspepsia*; 
dysgeusia.

Dermatological: rash (24%); pruritus (17%); hair loss; urticaria.

Mucous Membrane: stomatitis (13%); conjunctivitis*; glossitis. 

Hematological: anemia; leukopenia; thrombocytopenia; eosinophilia.

Renal: proteinuria*; hematuria.

Hepatic: elevated liver enzymes.

*Reactions marked with an asterisk occurred in 3-9% of the patients. The other reactions listed occurred in 1-3%.
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Reactions occurring in less than 1% of RIDAURA-treated patients

Gastrointestinal: dysphagia; gastrointestinal bleeding†; melena†; positive stool 
for occult blood†; ulcerative enterocolitis.

Dermatological: angioedema.

Mucous Membrane: gingivitis†.

Hematological: aplastic anemia; neutropenia†; agranulocytosis; pure red cell 
aplasia; pancytopenia.

Hepatic: jaundice.

Respiratory: interstitial pneumonitis.

Neurological: peripheral neuropathy.

Ocular: gold deposits in the lens or cornea unassociated clinically with eye 
disorders or visual impairment.

†Reactions marked with a dagger occurred in 0.1-1% of the patients. The other 
reactions listed occurred in less than 0.1%. 

Reactions reported with injectable gold preparations, but not with RIDAURA 
(auranofin) (based on clinical trials and on postmarketing experience)

Cutaneous Reactions: generalized exfoliative dermatitis

Incidence of Adverse Reactions for Specific Categories—
18 Comparative Trials
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©2017 Sebela Pharmaceuticals Inc. All rights reserved.
RIDAURA is a registered trademark of Prometheus Laboratories Inc. 

Manufactured for: Sebela Ireland Ltd.
Distributed by: Sebela Pharmaceuticals Inc.
645 Hembree Parkway, Suite I
Roswell, Georgia 30076
www.sebelapharma.com
Toll Free 1-844-732-3521
Revised October 2017 PI 09306 1017
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