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2. BACKGROUND 

2.1 Updated Information Regarding Cases of Malignancy 
An analysis of malignancies in pediatric patients who had received etanercept was 

presented in Section 7.1 of the 14 May 2008 briefing document.  However, case 

ascertainment continued after preparation of the briefing document, and 4 additional 

cases of malignancy were subsequently identified.  The updated malignancy information 

is presented in Section 3 of this document. 

2.2 Summary of Current and Proposed ENBREL® United States Prescribing 
Information Label Text 

The current Enbrel United States Prescribing Information (USPI) includes a boxed 

warning for infections including tuberculosis.  The current USPI also describes 

malignancies.  Amgen has proposed updated label text for malignancies within the 

pediatric psoriasis efficacy supplement.  Both current USPI and proposed USPI label 

text for infections, tuberculosis, and malignancies are summarized in Section 4 of this 

document. 

2.3 Bibliography 
In addition, this addendum includes a bibliography for all references cited in the 14 May 

2008 briefing document, along with a bibliography for the planned core slide deck for 

Amgen’s presentation scheduled for 18 June 2008.  The complete bibliography is 

provided in Section 5 of this document. 
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3. MALIGNANCY IN PEDIATRIC PATIENTS WHO HAVE RECEIVED 
ETANERCEPT 

3.1 Methodology 
To capture all etanercept pediatric case reports of adverse events received by Amgen 

worldwide through 30 April 2008, a search was conducted of the Amgen Global Safety 

Adverse Event database (ARISg) for all formulations and dosage forms of etanercept in 

patients ≤ 22 years of age for cases with adverse events under the Medical Dictionary 

for Regulatory Activities (MedDRA) SOC of “Neoplasms benign, malignant and 

unspecified (incl cysts and polyps)”.  The search included worldwide medically confirmed 

and unconfirmed, serious and non-serious reports, in the safety database where 

etanercept was identified as a suspect, co-suspect, or suspect-interacting medication.  

The reports are “all sources” including clinical studies, post-marketing studies, and 

registry studies; spontaneous reports including those from consumers, health care 

professionals, literature, other companies and health-authorities; and consumer solicited 

reports.  Generally, adverse events reported in clinical studies are entered in the ARISg 

database only if they are categorized as serious.  Because reports are classified as 

serious or non-serious at the case level and at the event level, some spontaneous cases 

may have the designation of serious, while the particular event of interest was not 

considered serious.  All cases were retrieved independently of the reported relationship 

to causality. 

All cases were reviewed to identify those with a reported preferred term indicating 

malignancy.  Then, cases were grouped by age of the patient at diagnoses and age at 

drug exposure.  Cases where the reported terms did not indicate malignancy were 

excluded from the evaluation, as were reports where etanercept administration was 

initiated after age 18. 

Additionally, on 13 May 2008, Amgen conducted a search of the US Food and Drug 

Administration (FDA) Spontaneous Report System/Adverse Event Reporting System 

(SRS/AERS) database for cases of malignancies in patients ≤ 22 years of age that were 

associated with all formulations and dosage forms of etanercept (Standard MedDRA 

Query, MedDRA Version 10; data through fourth quarter 2007).  The cases suggesting 

malignancy in this age group were identified, reviewed, and reconciled with ARISg data.  

As a result, 2 cases were entered in the ARISg database and are included in this 

summary.  
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3.2 Results and Analysis 
A total of 67 case reports of neoplasia were retrieved through 30 April 2008 using the 

aforementioned search strategy.  Cases with the following preferred terms were not 

considered as reports of malignancy and, therefore, were not summarized:  bladder cyst, 

breast cyst, cyst, dermal cyst, fibrous histiocytoma, haemorrhagic ovarian cyst, 

histiocytosis haematophagic, marrow hyperplasia, melanocytic naevus, neoplasm, 

neoplasm skin, ovarian cyst, ovarian cyst ruptured, skin papilloma, and synovial cyst.  In 

addition, cases where etanercept exposure occurred after the age of 18 were not 

included according to the search parameters requested by the FDA, with the exception 

of a single case where etanercept was initiated in a patient aged 18 years and 3 months 

(Table 2). 

The remaining cases were reports that met the FDA requested criteria (ie, where reports 

of possible malignancy could not be excluded in patients diagnosed before 22 years of 

age, and etanercept exposure occurred before age 18).  A total of 18 cases met the 

criteria specified in the FDA request.  Following medical review, these cases were 

categorized and presented as tabular summaries: 

• 15 cases where a temporal relationship to etanercept exposure exists 

- 9 pediatric cases (etanercept initiated and malignancy onset at < 18 years of 

age); summarized in Table 1 (7 haematological tumors and 2 other solid tumors) 

- 6 young adult cases (etanercept initiated at < 18 years of age and malignancy 

onset at ≤ 22 years of age); summarized in Table 2 

• 1 case where a malignancy could not be excluded based on the report; summarized 

in Table 3 

• 2 cases where either a malignancy could be excluded (1 case) or was pre-existing 

(1 case); summarized in Table 4 
 

Of the 18 cases described here, 14 were included in the briefing document prepared for 

the DODAC meeting (18 June 2008).  An additional 4 cases have been included in this 

document and are summarized in Table 1 (etanercept initiated and malignancy onset at 

< 18 years of age): 

• 2 pediatric cases, 1 case of acute myeloid leukaemia recurrence and 1 case of 

Hodgkin’s disease (lymphoma), were identified from the FDA SRS/AERS database 

and entered into ARISg on 18 May 2008 
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• 2 cases of acute lymphocytic leukaemia where the age was listed as “child” rather 

than by numeric age; the term child was assumed to mean that initiation of 

etanercept and onset of malignancy occurred at < 18 years of age 

 

Additionally, 5 cases in Table 1 (not including the 4 cases described above), were also 

included in the response to the FDA request for all pediatric cases (< 18 years old) under 

the Neoplasms SOC that was submitted to the dermatology division on 07 May 2008.  

The other cases were not considered as reports of malignancy (see excluded preferred 

terms at the beginning of this section) and thus are not reported in this document. 
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Table 1.  Pediatric Cases:  Patients Treated With Etanercept With Reported Malignancy at < 18 Years of Age 

MCN/Country/Source 
Adverse Event by 
Preferred Term 

Age at Event 
(years) 

Time From Etanercept 
Initiation to Onset Indications 

Comments/ 
Confounders 

Hematological      
STX173928 
United States/Healthcare 
professional 

leukemia 10 5 months juvenile arthritis, 
seronegative 
arthritis 

- 

FDA 4719373 
US280247a 
United States/Healthcare 
professional 

acute myeloid 
leukaemia 
recurrence 

12 - - not known whether AML 
preceded etanercept therapy; 
concomitant infliximab, 
tacrolimus, mycophenolate 

US252341 
Germany/ Registry 

diffuse large B-cell 
lymphoma 

14 7 years juvenile arthritis methotrexate 

FDA 5016043 
US280246a 
United States/ Healthcare 
professional 

Hodgkin’s disease 
(lymphoma) 

15 3.6 years juvenile arthritis concomitant methotrexate 

QUU263077 
United States/ Healthcare 
professional 

lymphoma 17 - - report of “possible lymphoma” 
with insufficient information 

US275527b 
DE/Healthcare professional 

acute lymphocytic 
leukaemia 

childc approximately 1 year juvenile arthritis, 
(Still’s syndrome 
with polyarthritis) 

methotrexate 

1 of 2 
- = not available, AML = acute myeloid leukemia. DE = Germany, MCN = manufacturer control number 
a Not included in the briefing document prepared for the Dermatologic and Ophthalmologic Drugs Advisory Committee meeting (18 June 2008) or response to FDA 

request submitted to dermatology division (07 May 2008) because cases were later identified from FDA SRS/AERS database search. 
b Not included in the briefing document prepared for the Dermatologic and Ophthalmologic Drugs Advisory Committee meeting (18 June 2008) or response to FDA 

request submitted to dermatology division (07 May 2008). 
c Age reported as “child” was assumed to mean that initiation of etanercept and onset of malignancy occurred at < 18 years of age. 
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Table 1.  Pediatric Cases:  Patients Treated With Etanercept With Reported Malignancy at < 18 Years of Age 

MCN/Country/Source 
Adverse Event by 
Preferred Term 

Age at Event 
(years) 

Time From Etanercept 
Initiation to Onset Indications 

Comments/ 
Confounders 

US275768b 
DE/Healthcare 
professional 

acute lymphocytic 
leukaemia 

childc report of “a few 
months” 

polyarthritis methotrexate 

Solid tumors      

US210340 
Germany/ Registry 

yolk sac tumor site 
unspecified 

16 29 days juvenile arthritis 1 month Rx 
methotrexate 

STX239201 
United States/ Consumer 

bladder cancer 17 - drug use for unknown 
indication 

minimal information 

2 of 2 
- = not available, AML = acute myeloid leukemia. DE = Germany, MCN = manufacturer control number 
a Not included in the briefing document prepared for the Dermatologic and Ophthalmologic Drugs Advisory Committee meeting (18 June 2008) or response to FDA 

request submitted to dermatology division (07 May 2008) because cases were later identified from FDA SRS/AERS database search. 
b Not included in the briefing document prepared for the Dermatologic and Ophthalmologic Drugs Advisory Committee meeting (18 June 2008) or response to FDA 

request submitted to dermatology division (07 May 2008). 
c Age reported as “child” was assumed to mean that initiation of etanercept and onset of malignancy occurred at < 18 years of age. 
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Table 2.  Young Adult Cases:  Patients Who Began Etanercept Treatment at ≤ 18 Years of Agea With Reported Malignancy at 
18 to 22 Years of Age 

MCN/Country/Source 
Adverse Event by 
Preferred Term 

Age at Event 
(years) 

Time From 
Etanercept Initiation 
to Onset Indications 

Comments/ 
Confounders 

Hematological      

US079325 
Great Britain/ Healthcare 
professional 

B-cell lymphoma 18 3 years juvenile arthritis - 

US201133 
United States/ Healthcare 
professional 

acute myeloid 
leukaemia, 
lymphoma 

19 1.5 years ankylosing 
spondylitis 

smoker, 
family history of breast cancer, 
colon cancer 

Solid tumors      

US191107a 
Great Britain/ Registry  

malignant 
melanoma 

19 11 months psoriatic arthropathy Methotrexate 
etanercept was initiated at age 
18 years 3 months  

US241654 
Great Britain/ Healthcare 
professional 

malignant 
melanoma 

19 14 months psoriatic arthropathy, 
juvenile arthritis 

- 

STX198048 
United States/ Healthcare 
professional 

papillary thyroid 
cancer 

18 4 years juvenile arthritis confirmed by biopsy 

US071613 
Germany/ Registry 

thyroid cancer 18 10 months spondyloarthropathy diagnosis confirmed 
methotrexate 
co-suspect 

- = not available, MCN = manufacturer control number 
a One patient who initiated etanercept at age 18 years and 3 months is included. 
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Table 3.  Patients Who Began Etanercept at < 18 Years of Age and Reported Event at ≤ 22 Years of Age Where Malignancy 
Could Not be Excluded 

MCN/Country/Source 
Adverse Event by 
Preferred Term 

Age at Event 
(years) 

Time From Etanercept 
Initiation to Onset Indications 

Comments/ 
Confounders 

US187022 
Great Britain/Registry 

thyroid neoplasm 18 6 months not specified malignancy not confirmed 
methotrexate 

MCN = manufacturer control number 

 

Table 4.  Patients Who Began Etanercept at < 18 Years of Age and Reported Event at ≤ 22 Years of Age Where Malignancy was 
Excluded or Pre-existing 

MCN/Country/Source 
Adverse Event  by 
Preferred Term 

Age at Event 
(years) 

Time From Etanercept 
Initiation to Onset Indications 

Comments/ 
Confounders 

US255645/ 
Germany/Registry 

myelodysplastic 
syndrome 

17 4 years juvenile arthritis considered pancytopenia 
after medical review due to 
myelosuppressive therapy 

US155276 
United States/ 
Literature 

progression renal 
cancer 

14 4 weeks idiopathic pneumonia 
syndrome 

history of renal cell carcinoma 
preceded etanercept therapy 
and disease progression 
continued through etanercept 
treatment 

MCN = manufacturer control number 

 



Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 11 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

4. ENBREL® United States Prescribing Information for Malignancies, 
Tuberculosis, and Infections 

The current approved Enbrel United States Prescribing Information (USPI) includes 

language related to infections, tuberculosis, and malignancies.  In addition, Amgen 

proposed updated language within the pediatric psoriasis efficacy supplement.  Excerpts 

from the current and proposed USPI label text regarding infections, tuberculosis, and 

malignancies are summarized below. 

4.1 Current United States Prescribing Information 
The current approved Enbrel USPI includes the following boxed warning for infections 

including tuberculosis: 

 
WARNING 
RISK OF INFECTIONS 
“Infections, including serious infections leading to hospitalization or death, have been 
observed in patients treated with ENBREL® (see WARNINGS and ADVERSE 
REACTIONS). Infections have included bacterial sepsis and tuberculosis. Patients 
should be educated about the symptoms of infection and closely monitored for signs and 
symptoms of infection during and after treatment with ENBREL®. Patients who develop 
an infection should be evaluated for appropriate antimicrobial treatment and, in patients 
who develop a serious infection, ENBREL® should be discontinued.” 
 
“Tuberculosis (frequently disseminated or extrapulmonary at clinical presentation) has 
been observed in patients receiving TNF-blocking agents, including ENBREL®. 
Tuberculosis may be due to reactivation of latent tuberculosis infection or to new 
infection. Data from clinical trials and preclinical studies suggest that the risk of 
reactivation of latent tuberculosis infection is lower with ENBREL® than with TNF-
blocking monoclonal antibodies. Nonetheless, postmarketing cases of tuberculosis 
reactivation have been reported for TNF blockers, including ENBREL®. Patients should 
be evaluated for tuberculosis risk factors and be tested for latent tuberculosis infection 
prior to initiating ENBREL® and during treatment. Treatment of latent tuberculosis 
infection should be initiated prior to therapy with ENBREL®. Treatment of latent 
tuberculosis in patients with a reactive tuberculin test reduces the risk of tuberculosis 
reactivation in patients receiving TNF blockers. Some patients who tested negative for 
latent tuberculosis prior to receiving ENBREL® have developed active tuberculosis. 
Physicians should monitor patients receiving ENBREL® for signs and symptoms of 
active tuberculosis, including patients who tested negative for latent tuberculosis 
infection.” 
 

 

In addition, the current approved Enbrel USPI includes the following text in the Warnings 

section: 

WARNINGS 
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“In post-marketing reports, serious infections and sepsis, include fatalities, have been 
reported with the use of ENBREL®. Many of the serious infections have occurred in 
patients on concomitant immunosuppressive therapy that, in addition to their underlying 
disease, could predispose them to infections. Patients who develop a new infection while 
undergoing treatment with ENBREL® should be monitored closely. Administration of 
ENBREL® should be discontinued if a patient develops a serious infection or sepsis. 
Treatment with ENBREL® should not be initiated in patients with active infections, 
including chronic or localized infections. Physicians should exercise caution when 
considering the use of ENBREL® in patients with a history of recurring infections or with 
underlying conditions which may predispose patients to infections, such as advanced or 
poorly controlled diabetes (see PRECAUTIONS and ADVERSE REACTIONS: 
Infections).  Cases of tuberculosis have been observed in patients receiving TNF-
blocking agents, including ENBREL®. Tuberculosis may be caused by reactivation of 
latent tuberculosis infection or new infection. Data from clinical trials and preclinical 
studies suggest that the risk of reactivation of latent tuberculosis infection is lower with 
ENBREL® than with TNF-blocking monoclonal antibodies. Nonetheless, postmarketing 
cases of tuberculosis reactivation have been reported for TNF blockers, including 
ENBREL®. Patients should be evaluated for tuberculosis risk factors and be tested for 
latent tuberculosis infection. Treatment of latent tuberculosis infections should be 
initiated prior to therapy with ENBREL®. Patients receiving ENBREL® should be 
monitored closely for signs and symptoms of active tuberculosis. The possibility of 
tuberculosis should be considered, especially in patients who have traveled to countries 
with a high prevalence of tuberculosis or had close contact with a person with active 
tuberculosis. All patients treated with ENBREL® should have a thorough history taken 
prior to initiating therapy.” 
 

The ADVERSE REACTIONS section of the current approved Enbrel USPI describes 

infections reported in clinical trials and includes the following statement describing 

tuberculosis reported in clinical trials:  

ADVERSE REACTIONS  
 
“In global clinical studies of 20,070 patients (28,308 patient-years of therapy), 
tuberculosis was observed in approximately 0.01% of patients. In 15,438 patients 
(23,524 patient-years of therapy) from clinical studies in the US and Canada, 
tuberculosis was observed in approximately 0.007% of patients. These studies include 
reports of pulmonary and extra-pulmonary tuberculosis (see WARNINGS).” 

 

In the current approved Enbrel USPI, language regarding malignancies is divided 

between the WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS sections.  Text 

within the WARNINGS and ADVERSE REACTIONS sections summarize lymphoma and 

malignancy data from 30 studies across the rheumatoid arthritis, ankylosing spondylitis, 

psoriatic arthritis, and psoriasis indications (data cut-off of 31 December 2003).  The 

current Enbrel USPI also warns against the use of etanercept in patients with Wegener’s 

granulomatosis receiving immunosuppressive agents and in patients receiving 

concurrent cyclophosphamide.   
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In addition, the following text is included under Immunosuppression in the 

PRECAUTIONS section: 

PRECAUTIONS 
Immunosuppression 
 “Anti-TNF therapies, including ENBREL®, affect host defenses against infections and 
malignancies since TNF mediates inflammation and modulates cellular immune 
responses.” 
 
“The impact of treatment with ENBREL® on the development and course of 
malignancies, as well as active and/or chronic infections, is not fully understood (see 
WARNINGS: Malignancies, ADVERSE REACTIONS: Infections, and Malignancies)” 
 

4.2 Proposed Changes to the United States Prescribing Information in the 
Pediatric Psoriasis Efficacy Supplement 

In early 2008, label text regarding malignancies was drafted based on a broader 

experience of 45 clinical studies across all indications and proposed as updated text 

under WARNINGS AND PRECAUTIONS as part of the pediatric psoriasis supplement.   

WARNINGS AND PRECAUTIONS 

Malignancies 

 “The role of TNF-blocking therapy in the development of malignancies is not known.  In 
the controlled portions of clinical trials of TNF-blocking agents, more cases of lymphoma 
have been observed among patients receiving a TNF blocker compared to control 
patients.  The risk for the development of lymphomas or other malignancies in patients 
treated with a TNF blocker cannot be excluded.” 

The proposed label text includes a summary of lymphomas and other malignancies 

based on up to 10 years of clinical trial experience in adult patients across 45 Enbrel 

clinical studies (this proposed text not provided here). 

The proposed label text also includes a summary of up to 8 years of clinical trial 

experience in pediatric patients as follows: 

 “In clinical trials of 696 patients for up to 8 years, representing 1282 patient-years of 
therapy, no malignancies, including lymphoma, have been reported.” 

 

In addition, the following text is proposed under WARNINGS AND PRECAUTIONS 

under Immunosuppression: 

Immunosuppression 

 “TNF mediates inflammation and modulates cellular immune responses.  TNF-blocking 
agents, including Enbrel, affect host defenses against infections.  The effect of TNF 
inhibition on the development and course of malignancies is not fully understood.” 



Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 14 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

5. REFERENCES 
To facilitate the exchange of information and to provide support for data provided in the 

briefing document of 14 May 2008, the following is a bibliography for all references cited 

in the briefing document (the majority of which are duplicated from Section 9 of the 

original briefing document), along with a bibliography for the Sponsor presentation 

scheduled for 18 June 2008.   

Adams PF, Hendershot GE, Marano MA. Current estimates from the National Health 
Interview Survey, 1996. National Center for Health Statistics. Vital Health Stat. 
1999;10(200):21. 

Aitken M, Taylor JA.  Prevalence of clinical sinusitis in young children followed up by 
primary care pediatricians. Arch Pediatr Adolesc Med. 1998;152:244-248.  

Askling J, Fored CM, Baecklund E, et al. Haematopoietic malignancies in rheumatoid 
arthritis:  lymphoma risk and characteristics after exposure to tumour necrosis 
factor antagonists. Ann Rheum Dis. 2005;64:1414-1420. 

Askling J, Fored CM, Brandt L, et al.  Risks of solid cancers in patients with rheumatoid 
arthritis and after treatment with tumour necrosis factor antagonists. Ann Rheum 
Dis. 2005;64(10):1421-1426. 

Baecklund E, Ekbom A, Sparén P, Feltelius N, Klareskog L. Disease activity and risk of 
lymphoma in patients with rheumatoid arthritis: nested case-control study. Br 
Med J. 1998;317:180-181  

Beattie PE, Lewis-Jones MS.  A comparative study of impairment of quality of life in 
children with skin disease and children with other chronic childhood diseases. Br 
J Dermatol. 2006;155:145-151. 

Beattie PE, Lewis-Jones MS. An audit of the impact of a consultation with a paediatric 
dermatology team on quality of life in infants with atopic eczema and their 
families: further validation of the Infants' Dermatitis Quality of Life Index and 
Dermatitis Family Impact score. Br J Dermatol. 2006;155(6):1249-1255. 

Beck, AT, Steer RA. Internal consistencies of the original and revised Beck Depression 
Inventory. J Clin Psychol. 1984;40:1365-1367. 

Beck A, Steer R. Beck Depression Inventory Manual. San Antonio: Harcourt Brace, 
1993. 

Ben-Gashir MA, Seed PT, Hay RJ. Is family’s quality of life and disease severity related 
in children with atopic dermatitis? J Eur Acad Dermatol Venereol. 
2002;16:455-462. 

Ben-Gashir MA, Seed PT, Hay RJ. Quality of life and disease severity are correlated in 
children with atopic dermatitis. Br J Dermatol. 2004;150:284-290. 

Benoit S, Hamm H. Childhood psoriasis. Clin Dermatol. 2007;25(6):555-562. 
Bernstein BH, Stobie D, Singsen BH, Koster-King K, Kornreich HK, Hanson V. Growth 

retardation in juvenile rheumatoid arthritis. Arthritis Rheum. 1977;20:212-216.  
Berth-Jones J, Grotzinger K, Rainville C, et al.  A study examining inter- and intra-rater 

reliability of three scales for measuring severity of psoriasis: Psoriasis Area and 
Severity Index, Physician’s Global Assessment and Lattice System Physician’s 
Global Assessment. Br J Dermatol. 2006;155:707-713. 



Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 15 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

Birkeland SA, Storm HH, Lamm LU, Barlow L, Blohme I, Forsberg B, et al.  Cancer risk 
after renal transplantation in the Nordic countries, 1964–1986. Int J Cancer. 
1995;60:183–189. 

Bongartz T, Matteson EL, Montori VM.  Risk of Serious Infections and Malignancies With 
Anti-TNF Antibody Therapy in Rheumatoid Arthritis – Reply. J Am Med Assoc. 
2006;296(18): 2203-2204. 

Bongartz T, Warren FC, Mines C, Matteson EL, Abrams KR, Sutton AJ. Etanercept 
therapy in rheumatoid arthritis and the risk of malignancy: A systematic review 
and individual patient data-based meta-analysis of randomized controlled trials. 
Accepted for oral presentation, EULAR 2008. 

Bongartz T, Sutton AJ, Sweeting M, Buchan I. Anti-TNF Antibody Therapy in 
Rheumatoid Arthritis and The Risk of Serious Infections and Malignancies: 
Systematic Review and Meta-analysis of Rare Harmful Effects in Randomized 
Controlled Trials. J Am Med Assoc. 2006;295(19):2275-2285. 

Bonifati C, Ameglio F.  Cytokines in psoriasis. Int J Dermatol. 1999;38:241-251. 
Bonifati C, Carducci M, Cordiali Fei P, et al. Correlated increases of tumour necrosis 

factor-alpha, interleukin-6 and granulocyte monocyte-colony stimulating factor 
levels in suction blister fluids and sera of psoriatic patients—relationships with 
disease severity. Clin Exp Dermatol. 1994;19:383-387. 

Callen JP, Krueger GG, Lebwohl M, et al. AAD consensus statement on psoriasis 
therapies. J Am Acad Dermatol. 2003;49:897-899. 

Carlin CS, Feldman SR, Krueger JG, Menter A, Krueger GG. A 50% reduction in the 
Psoriasis Area and Severity Index (PASI 50) is a clinically significant endpoint in 
the assessment of psoriasis. J Am Acad Dermatol. 2004;50(6):859-866. 

Chamlin SL, Frieden IJ, Williams ML, Chren MM.  Effects of atopic dermatitis on young 
American children and their families. Pediatrics. 2004;114:607-611. 

Chamlin SL, Mattson CL, Frieden IJ, et al. The price of pruritus: sleep disturbance and 
cosleeping in atopic dermatitis. Arch Pediatr Adolesc Med. 2005;159:745-750. 

Choi J, Koo JYM. Quality of life issues in psoriasis. J Am Acad Dermatol. 
2003;49(2):57-61. 

CIOMS V.  Guidelines for Preparing Core Clinical-Safety Information on Drugs, Report of 
CIOMS Working Groups III and V, Second Edition, Geneva. 

Cohen AD, Dreiher J, Shapiro Y, et al.  Psoraisis and diabetes: a population-based 
cross-sectional study. J Eur Acad Dermatol Venereol. 2008;22(5)585-589.  

Devrimci-Ozguven H, Kundakci TN, KumbasarH, Boyvat A. The depression, anxiety, life 
satisfaction and affective expression levels in psoriasis patients. J Eur Acad 
Dermatol Venereol. 2000;14(4):267-271. 

Dunne EF, Unger ER, Sternberg M, et al.  Prevalence of HPV infection among females 
in the United States. J Am Med Assoc. 2007;297(8):813-819. 

Duque MI,Yosipovitch G, Chan YH, Smith R, Levy P. Itch, pain, and burning sensation 
are common symptoms in mild to moderate chronic venous insufficiency with an 
impact on quality of life. J Am Acad Dermatol. 2005;53(3):504-508. 

Elkayam O, Ablin J, Caspi D.  Safety and efficacy of vaccination against streptococcus 
pneumonia in patients with rheumatic disease. Autoimmun Rev. 2007;6:312-314. 



Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 16 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

Fan X, Xiao F-L, Liu J-B, et al.  Childhood psoriasis: a study of 277 patients from China. 
J Eur Acad Dermatol Venereol. 2007;21:762-765. 

Farber E, Nall M. The natural history of psoriasis in 5600 patients. Dermatologica. 
1974;148:1-18 

Feldman SR, Koo JYM, Menter A, et al.  Decision points for the initiation of systemic 
treatment for psoriasis. J Am Acad Dermatol. 2005;53:101-107. 

Feldman SR, Krueger GG.  Psoriasis assessment tools in clinical trials.  Ann Rheum Dis. 
2005;64;65-68. 

Fendrick AM, Monto AS, Nightengale B, Sarnes M. The economic burden of non–
influenza-related viral respiratory tract infection in the United States. Arch Intern 
Med. 2003;163:487-494. 

Ferrandiz C, Pujol RM, Garcia-Patos V, Bordas X, Smandia JA. Psoriasis of early and 
late onset: a clinical and epidemiologic study from Spain. J Am Acad Dermatol. 
2002;46:863-873. 

Fink CW and the ILAR Task Force for Classification Criteria. Proposal for the 
development of classification criteria for idiopathic arthritides of childhood. 
J Rheumatol. 1995;22:1566-1569. 

Finlay AY, Kahn GK.  Dermatology Life Quality Index (DLQI) - a simple practical 
measure for routine clinical use. Clin Exp Dermatol. 1994;19:210-216. 

Finlay AY. Current severe psoriasis and the rule of tens. Br J Dermatol. 
2005;152(5):861-867. 

Finzi A, Colombo D, Caputo A, et al.  Psychological distress and coping strategies in 
patients with psoriasis: the PSYCHAE Study. J Eur Acad Dermatol Venereol. 
2007;21(9):1161-1169. 

Fisher VS.  Clinical monograph for drug formulary review:  systemic agents for 
psoriasis/psoriatic arthritis. J Manag Care Pharm. 2005;11(1):33-55. 

Foeldvari I, Bidde M. Validation of the proposed ILAR classification criteria for juvenile 
idiopathic arthritis. J Rheumatol. 2000;27:1069-1072. 

Fortune DG, Malin CJ, O’Sullivan TM, Griffiths CE.  Quality of life in patients with 
psoriasis: the contribution of clinical variables and psoriasis-specific stress. Br J 
Dermatol. 1997;137:755-760. 

Fredriksson T, Pettersson U.  Severe psoriasis--oral therapy with a new retinoid.  
Dermatologica. 1978;157(4):238-244. 

Gaspari AA.  Innate and adaptive immunity and the pathophysiology of psoriasis. J Am 
Acad Dermatol. 2006;54:S67-S80. 

Gelfand JM, Berlin J, Van Voorhees A, Margolis DJ. Lymphoma rates are low but 
increased in patients with psoriasis: results from a population based cohort study 
in the United Kingdom.  Arch Dermatol. 2003;139:1425-1429. 

Gelfand JM, Neimann AL, Shin DB, et al.  Risk of myocardial infarction in patients with 
psoriasis. J Am Med Assoc. 2006;296:1735-1741. 

Gelfand JM, Shin DB, Neiman AL et al. The risk of lymphoma in patients with psoriasis. 
J Invest Dermatol. 2006;126:2194-2201. 

Gelfand JM, Troxel AB, Lewis JD, et al.  The risk of mortality in patients with psoriasis: 
results from a population-based study. Arch Dermatol. 2007;143(12):1493-1499. 



Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 17 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

Gelfand, JM, Feldman, SR, Stern, RS, Thomas, J, Rolstad, R, Margolis, D.  
Determinants of quality of life in patients with psoriasis: A study from the US 
population. J Am Acad Dermatol. 2004;51:704-708. 

Gelfand JM, Weinstein R, Porter SB, Neimann AL, Berlin JA, Margolis DJ.  Prevalence 
and treatment of psoriasis in the United Kingdom: a population-based study.  
Arch Dermatol. 2005;141(12):1537-1541. 

Georgescu L, Quinn GC, Schwartzman S, et al. Lymphoma in patients with rheumatoid 
arthritis: association with disease state or methotrexate treatment. Semin Arthritis 
Rheum. 1997;26:794-804. 

Giannini EH, Ruperto N, Ravelli A, Lovell DJ, Felson DT, Martini A. Preliminary definition 
of improvement in juvenile arthritis. Arthritis Rheum. 1997;40:1202–1209. 

Grijalva CG, Nuorti JP, Arbogast PG, Martin SW, Edwards KM, Griffin MR. Decline in 
pneumonia admissions after routine childhood immunisation with pneumococcal 
conjugate vaccine in the USA: a time-series analysis.  Lancet. 
2007;369:1179-1186. 

Gupta MA, Gupta AK. Depression and suicidal ideation in dermatology patients with 
acne, alopecia areata, atopic dermatitis and psoriasis. Br J Dermatol. 
1998;139:846-850. 

Gwaltney JM, Wiesinger BA, Patrie JT. Acute community-acquired bacterial sinusitis: 
The value of antimicrobial treatment and the natural history. Clin Infect Dis. 
2004;38:227–233. 

Heydendael VM, Spuls PI, Opmeer BC, de Borgie C, Reitsma JB, Goldschmidt WFM, et 
al. Methotrexate versus cyclosporine in moderate-to-severe chronic plaque 
psoriasis. N Engl J Med. 2003:349;658-665. 

Hicks LA, Harrison LH, Flannery B, et al.  Incidence of pneumococcal disease due to 
non-pneumococcal conjugate vaccine (PCV7) serotypes in the United States 
during the era of widespread PCV7 vaccination, 1998-2004. J Infect Dis. 
2007;196:1346–1354. 

Horn L.  Psoriasis impacts daily life and carries a substantial burden. National Psoriasis 
Foundation Survey Panels. Presented at: American Acadamy of Dermatology; 
March 3-7, 2006; San Francisco, Calif. Poster P2833 

Ikoma A, Steinhoff M, Stander S, Yosipovitch G, Schmelz M.  The neurobiology of itch. 
Nat Rev Neurosci. 2006;7(7):535-547. 

Jensen P, Hansen S, Moller B, Leivestad T, Pfeffer P, Geiran O, et al. Skin cancer in 
kidney and heart transplant recipients and different long-term 
immunosuppressive therapy regimens. J Am Acad Dermatol. 1999;40:177-186. 

Kao AS. Brandt ME, Pruitt WR, et al.  The epidemiology of candidemia in two United 
States cities: Results of a population-based active surveillance. Clin Infect Dis. 
1999;29:1164–1170. 

Kapetanovic MC, Saxne T, Nilsson J-A, Geborek P.  Influenza vaccination as model for 
testing immune modulation induced by anti-TNF and methotrexate for therapy in 
rheumatoid arthritis. Rheumatol. 2007;46:608-611. 

Kapetanovic MC, Saxne T, Sjoholm A, et al.  Influence of methotrexate, TNF blockers 
and prednisolone on antibody response to pneumococcal poslysaccharide 
vaccine in patients with rheumatoid arthritis. Rheumatology.  2006;45:106-111. 



Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 18 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

Kasiske BL, Snyder JJ, Gilbertson DT, Wang C. Cancer after kidney transplantation in 
the United States. Am J Transplant. 2004;4:905-913. 

Kimball AB, Gladman D, Gelfand JM, et al.  National Psoriasis Foundation clinical 
consensus on psoriasis comorbidities and recommendations for screening. J Am 
Acad Dermatol. 2008;58:1031-1042. 

Krueger G, Callis K.  Potential of tumor necrosis factor inhibitors in psoriasis and 
psoriatic arthritis. Arch Dermatol. 2004;140:218-225. 

Krueger G, Ellis CN. Psoriasis - recent advances in understanding its pathogenesis and 
treatment. J Am Acad Dermatol. 2005;53:S94-S100.  

Krueger G, Koo J, Lebwohl M, Menter A, Stern RS, Rolstad T.  The impact of psoriasis 
on quality of life: results of a 1998 National Psoriasis Foundation patient-
membership survey. Arch Dermatol. 2001;137(3):280-284. 

Krueger JG. The immunologic basis for the treatment of psoriasis with new biologic 
agents. J Am Acad Dermatol. 2002;46(1):1-23. 

Krueger JG, Bowcock A.  Psoriasis pathophysiology: current concepts of pathogenesis. 
Ann Rheum. Dis. 2005;64:30-36. 

Lawson V, Lewis-Jones MS, Finlay AY, Reid P, Owens RG. The family impact of 
childhood atopic dermatitis: the Dermatitis Family Impact Questionnaire. Br J 
Dermatol. 1998;138:107-113. 

Lebwohl M. Psoriasis. Lancet. 2003;361(9364):1197-1204. 

Lebwohl M, Bagel J, Gelfand JM, et al.  From the medical board of the National 
Psoriasis Foundation:  monitoring and vaccinations in patients treated with 
biologics for psoriasis. J Am Acad Dermatol. 2008;58(1):94-105. 

Leman J, Burden D. Psoriasis in children. A guide to its diagnosis and management. 
Pediatr Drugs. 2001;3(9):673-680. 

Lewis-Jones MS, Finlay AY. The Children's Dermatology Life Quality Index (CDLQI): 
initial validation and practical use. Br J Dermatol. 1995;132(6):942-949. 

Lindelo FB, Sigurgeirsson B, Tegner E, et al. PUVA and cancer risk: the Swedish follow-
up study. Br J Dermatol. 1999;141:108-12. 

Lovell DJ, Giannini EH, Reiff A, et al.  Long-term safety and efficacy of etanercept in 
children with polyarticular-course juvenile rheumatoid arthritis.  Interim results 
from an ongoing multicenter, open-label, extended treatment trial. Arthritis 
Rheum. 2003;48(1):218-226. 

Lovell DJ, Reiff A, Ilowite NT, et al.  Safety and efficacy of up to eight years of 
continuous etanercept therapy in patients with juvenile rheumatoid arthritis. 
Arthritis Rheum. 2008;58(5):1496-1504. 

Lovell DJ, Reiff A, Jones OY, et al.  Long-term safety and efficacy of etanercept in 
children with polyarticular-course juvenile rheumatoid arthritis. Arthritis Rheum. 
2006;54(6):1987-1994. 

Lowes MA, Bowcock AM, Krueger JG.  Pathogenesis and therapy of psoriasis. Nature. 
2007;445:866-873. 

Margolis D, Bilker W, Hennessy S, et al.  The risk of malignancy associated with 
psoriasis. Arch Dermatol. 2001;137:778-783. 

http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6WM8-4GF0DVS-D&_user=1525358&_coverDate=07%2F31%2F2005&_rdoc=12&_fmt=high&_orig=browse&_srch=doc-info(%23toc%236928%232005%23999469998.8998%23599307%23FLA%23display%23Volume)&_cdi=6928&_sort=d&_docanchor=&_ct=12&_acct=C000053540&_version=1&_urlVersion=0&_userid=1525358&md5=8650d89369f883177cda88d7874525a6
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6WM8-4GF0DVS-D&_user=1525358&_coverDate=07%2F31%2F2005&_rdoc=12&_fmt=high&_orig=browse&_srch=doc-info(%23toc%236928%232005%23999469998.8998%23599307%23FLA%23display%23Volume)&_cdi=6928&_sort=d&_docanchor=&_ct=12&_acct=C000053540&_version=1&_urlVersion=0&_userid=1525358&md5=8650d89369f883177cda88d7874525a6


Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 19 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

Mariette X, Cazals-Hatem Derm, Warszawki J, et al. Lymphomas in rheumatoid arthritis 
patients treated with methotrexate: a 3yr prospective study in France. Blood 
2002;99:3909-3915. 

Mease PJ, Goffe B, Diagnosis and treatment of psoriatic arthritis. J Am Acad Dermatol. 
2005;52:1-19. 

Mease PJ, Kivitz AJ, Burch FX, et al.  Etanercept treatment of psoriatic arthritis: safety, 
efficacy, and effect on disease progression. Arthritis Rheum. 2004;50:2264-2272.  

Mease PJ, Menter MA.  Quality-of-life issues in psoriasis and psoriatic arthritis: outcome 
measures and therapies from a dermatological perspective. J Am Acad 
Dermatol. 2006;54(4):685-704. 

Mellemkjaer L, Linet MS, Gridley G, Frisch M, Møller H, Olsen JH.  Rheumatoid arthritis 
and cancer risk. Eur J Cancer. 1996;32A(10):1753-1757. 

Morris A, Rogers M, Fischer G, Williams K.  Childhood psoriasis: a clinical review of 
1262 cases. Pediatr Dermatol. 2001;18:188-198. 

Mussi A, Bonifati C, Carducci M, et al.  Serum TNF-alpha levels correlate with disease 
severity and are reduced by effective therapy in plaque-type psoriasis. J Biol 
Regul Homeost Agents. 1997;11:115-118. 

Myers WA, Gottlieb AB, Mease P. Psoriasis and psoriatic arthritis:  clinical features and 
disease mechanisms. Clin Dermatol. 2006;24:438-447.  

Neimann AL, Shin DB, Wang X, et al . Prevalence of cardiovascular risk factors in 
patients with psoriasis. J Am Acad Dermatol. 2006:55:829-835. 

Nelson LJ, Schneider E, Wells CD, Moore M. Epidemiology of childhood tuberculosis in 
the United States, 1993–2001: the need for continued vigilance. Pediatrics. 
2004;114:333-341. 

Nickoloff BJ, Nestle FO.  Recent insights into the immunopathogenesis of psoriasis 
provide new therapeutic opportunities. J Clin Invest. 2004;113:1664-1675. 

Nyfors A, Lemholt K.  Psoriasis in children. A short review and a survey of 245 cases. Br 
J Dermatol. 1975;92(4):437-442. 

Paller AS, Siegfried EC, Langley RG.  Etanercept Treatment for Children and 
Adolescents with Plaque Psoriasis. N Engl J Med. 2008; 358; 241-251. 

Pariser DM, Bagel J, Gelfand JM, et al.  From the Medical Board of the National 
Psoriasis Foundation: Monitoring and vaccinations in patients treated with 
biologics for psoriasis. J Am Acad Derm. 2008;58(1):94-105. 

Pariser DM, Bagel J, Gelfand JM, et al.  National Psoriasis Foundation clinical 
concensus on disease severity. Arch Dermatol. 2007;143:239-242. 

Paul CF, Ho VC, McGeown C, et al.  Risk of malignancies in psoriasis patients treated 
with cyclosporine: a 5 y cohort study. J Invest Dermatol. 2003;120:211-216. 

Pearce DJ, Singh S, Balkrishnan R, Kulkarni A, Fleischer AB, Feldman SR.  The 
negative impact of psoriasis on the workplace. J Dermatolog Treat. 
2006;17(1):24-28.   

Pereira AP, Fernandez JC, Sousa-Basto A. Cyclosporin A treatment in severe childhood 
psoriasis. J Eur Acad Dermatol Venereol. 2006;20:651-656. 

Perrott SB, Murray AH, Lowe J, Mathieson CM. The psychosocial impact of psoriasis: 
physical severity, quality of life, and stigmatization. Physiol Behav. 
2000;70:567-571. 



Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 20 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

Peters BP, Weissman FG, Gill MA.  Pathophysiology and treatment of psoriasis. Am J 
Health-Syst Pharm. 2000;57:645-662. 

Petty RE, Southwood TR, Baum J, et al. Revision of the proposed classification criteria 
for juvenile idiopathic arthritis: Durban, 1997. J Rheumatol. 1998;25:1991-1994. 

Rapp SR, Feldman SF, Exum ML, Fleischer AB Jr, Reboussin DM.  Psoriasis causes as 
much disability as other medical diseases. J Am Acad Dermatol. 
1999;41:401-407. 

Ravikumar R, Anolik J, Looney RJ. Vaccine response in patients with rheumatoid 
arthritis. Curr Rheumatol Rep. 2007;9:407-415. 

Ravikumar R, Owen T, Barnard J, et al.  Anti-TNF therapy in RA patients alters hepatitis 
B vaccine responses. Arthritis Rheum. 2006; Abstract presentation 827, 
board 86. 

Raychaudhuri SP, Gross J.  A comparative study of pediatric onset psoriasis with adult 
onset psoriasis. Pediatr Dermatol. 2000;17:174-178. 

Reid P, Lewis-Jones MS. Sleep difficulties and their management in preschool children 
with atopic eczema. Clin Exp Dermatol. 1995;20:38-41. 

Reuveni H, Chapnick G, Tal A, Tarasiuk A. Sleep fragmentation in children with atopic 
dermatitis. Arch Pediatr Adolesc Med. 1999;153:249-253. 

Ries LAG, Melbert D, Krapcho M, et al (eds). SEER Cancer Statistics Review, 1975-
2005, National Cancer Institute. Bethesda, MD, 
http://seer.cancer.gov/csr/1975_2005/, based on November 2007 SEER data 
submission, posted to the SEER web site, 2008. 

Rogers M. Childhood psoriasis. Curr Opin Pediatr. 2002: 14:404–409.   

Scarpa R, Oriente P, Pucino A, et al.  Psoriatic arthritis in psoriatic patients. Br J 
Rheumatol. 1984;23:246-250. 

Sharma N, Koranne RV, Singh RK.  Psychiatric morbidity in psoriasis and vitiligo: a 
comparative study. J Dermatol. 2001;28(8):419-423. 

Smith CA, Davis T, Anderson D, et al.  A receptor for tumor necrosis factor defines an 
unusual family of cellular and viral proteins. Science. 1990;248:1019-1023. 

Smith EM, Swarnavel S, Ritchie JM, Wang D, Haugen TH, Turek LP.  Prevalence of 
human papillomavirus in the oral cavity/oropharynx in a large population of 
children and adolescents. Pediatr Infect Dis J. 2007;26(9):836-840. 

Smitten AL, Simon TA, Hochberg MC, Suissa S.  A meta-analysis of the incidence of 
malignancy in adult patients with rheumatoid arthritis.  Arthritis Res Ther. 
2008;10:R45. 

Sommer DM, Jenisch S, Suchan M, et al.  Increased prevalence of the metabolic 
syndrome in patients with moderate to severe psoriasis. Arch Dermatol Res. 
2006;298:321-328. 

Stein REK, Jesson DS.  The impact on family scale revisited: further psychometric data. 
 J Dev Behav Pediatr. 2003;24: 9-19. 

Stein, RE, Riessman CK. The development of an Impact-on-Family Scale: preliminary 
findings. Med Care. 1980;18:465-472. 

Stern RS, Laird N. The Carcinogenic Risk of Treatments for Severe Psoriasis. Cancer. 
1994;73(11):2759-2764. 



Addendum to the DODAC Meeting Briefing Document 
Etanercept (ENBREL®) Page 21 
 

 AVAILABLE FOR PUBLIC DISCLOSURE WITHOUT REDACTION  

Stern RS, Nijsten T, Feldman SR, Margolis DJ, Rolstad T. Psoriasis is common, carries 
a substantial burden even when not extensive, and is associated with 
widespread treatment depression. J Invest Dermatol. Symposium Proceedings. 
2004;9:136-139. 

Stern RS. Lymphoma risk in psoriasis.  Results of the PUVA follow-up study. Arch 
Dermatol. 2006;142:1132-1135.  

Thomas E, Brewster DH, Black RJ, Macfarlane GJ. Risk of malignancy among patients 
with rheumatic conditions. Int J Cancer. 2000;88(3):497-502. 

Tremblay F, Fernandes M, Habbab F, Edwardes deB, Loertscher R, Meterissian S. 
Malignancy after renal transplantation: incidence and role of type of 
immunosuppression. Ann Surg Oncol. 2002;9:785–788. 

Tsevat J, Kotagal UR.  Management of sore throats in children. A cost-effectiveness 
analysis. Arch Pediatr Adolesc Med. 1999;153:681-688. 

Turner RB. The common cold. Pediatr Ann. 1998;27(12):790-795. 
Tyring S, Gottlieb A, Papp K et al.  Etanercept and clinical outcomes, fatigue, and 

depression in psoriasis: double-blind placebo-controlled randomised phase III 
trial. Lancet. 2006;367:29-35. 

VanBeek M, Beach S, Braslow L, Braslow JB, Chen SC.  Highlights from the Report on 
Working Group on “Core Measures of the Burden of Skin Diseases”  J Invest 
Dermatol. 2007;127:2701-2706. 

Van der Bijl AE, Gelnik LB, Breedveld FC et al. Anti-TNFα inhibits the antibody response 
to influenza vaccination. Ann Rheum Dis. 2005;64 (supp) 580 (abstract 
THUo241). 

Varni JW, Limbers CA, Burwinkle TM.  Impaired health-related quality of life in children 
and adolescents with chronic conditions: a comparative analysis of 10 disease 
clusters and 33 disease categories/severities utilizing the PedsQL 4.0 Generic 
Core Scales. Health Qual Life Outcomes. 2007;5:9. 

Varni JW, Seid M, Knight TS, Burwinkle TM, Brown J, Szer IS. The PedsQL in pediatric 
rheumatology: Reliability, validity, and responsiveness of the Pediatric Quality of 
Life Inventory Generic Core Scales and Rheumatology Module. Arthritis Rheum. 
2002;46:714-725. 

Varni JW, Seid M, Rode CA. The PedsQL: measurement model for the pediatric quality 
of life inventory. Medical Care. 1999;37:126-139. 

Wang SJ, Yang YH, Lin CM, Yang M, Chiang BL. Attained adult height in juvenile 
rheumatoid arthritis with or without corticosteroid treatment. Clin Rheumatol. 
2002;21:363-368.  

Watson RS, Carcillo JA, Linde-Zwirble WT, Clermont G, Lidicker J, Angus DC. The 
epidemiology of severe sepsis in children in the United States. Am J Respir Crit 
Care Med. 2003;167:695-701. 

Williams HC, Strachan DP.  Psoriasis and eczema are not mutually exclusive diseases. 
Dermatology. 1994;189(3):238-240. 


	1. TABLE OF CONTENTS
	2. BACKGROUND
	2.1 Updated Information Regarding Cases of Malignancy
	2.2 Summary of Current and Proposed ENBREL® United States Prescribing Information Label Text
	2.3 Bibliography

	3. MALIGNANCY IN PEDIATRIC PATIENTS WHO HAVE RECEIVED ETANERCEPT
	3.1 Methodology
	3.2 Results and Analysis

	4. ENBREL® United States Prescribing Information for Malignancies, Tuberculosis, and Infections
	4.1 Current United States Prescribing Information
	4.2 Proposed Changes to the United States Prescribing Information in the Pediatric Psoriasis Efficacy Supplement

	5. REFERENCES

