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What was the pushback from reviewers befor... == J

% Clinical Review Klaus Gottlieb s8LA 125057232 Humira® (adalimumab] & In UC,
Last 30 Days . depending on the extent of the disease malaise, faver and weight loss, diarrhea,
. — Far betier response, the question is interpreted as:
Y F = S LTRE S NS frequent evacuations of blood and mucus, urgency or tenesmus, and abdaminal
whert approval dacuments has Dr Metthew T What were the objections raised by the reviewers before the appraval of Adalimumab for Ulcerative Colitis in the United pain may be encountered, Complications are sither acute or chronic, Chronic
States? 1 are ex | argan manifestations such as primary
what appravals has Dr. Matthew T. Drake bee... o "
sclerosing cholangitis and colon cancer and acute complications, mostly are
What are all {(both FDA and EMA) the NOAELs &, Response 1 severe bleeding or toxic megacelen in fulminant disease, Both are fortunately
What are the NOAELS for baricinitib, give me ... st rare. Decisions about treatment of UC weigh such factors as disease activity,
Below is o table summarizing the objections raised by reviewers before the approval of adalimumab for ulcerative calitis disease extent and duration, previous treatment attempts and patient's
7 i . lifilcal ., %5 - 3
PO MUE AR anEen SN SR (UC)in the United States: preference into account. The goal s to stop the patient's active acute disease
{induction of remission] and then maintoin the patient in remission. 5-ASA
9 Objection Details Source preparations, given crally, rectally or in combination, are the first line of
treatment for induction of remission. Patients with mild- to-moderate ulcerative
= i T Barcalagk
y e, S T o5 were g i U colitis that is refractory 1o rectal therapies and to oral 5- aminosalicylate are
Concerns sepsis, invasive fungal infections, T-cell lympl , and other and . <
2 s : often advanced to oral glucacorticoids and immunosuppressive agents
malignancies. There were olse warnings about hypersensitivity reactions, Hepatitis B virus ircsi A mpetom e s coptbper Bl oo i s raqh ta
vati ing dise s, heart foil th li e : :
S5 Shul T, SV Iopapide, o LINER, SR glucocorticaid therapy or those who do not respond to it are candidates for TNF-
ines, and ith abatacept. Tt s :
i) alphe-antagenists. Currently only infliximab (Remicade) is marketed for this
licat i I ] lonal v
Efficacy The efficacy of adalimumab in patients whe stepped responding ta or could not talerate TNF-  [2] Indicaniah-Adalinvimab (s 196 midrnciondl antlbady that binds 1o
5 ; TNFa and blocks its interaction with cell surface receptors, which in turn inhibits
Concerns blocker medicines wos questioned.
TNF@-induced pro- inflammatary effects. Humira was ariginally approved for
Regulatory  The regulatory history of ulcerative colitis in the United States was discussed, including the (El theumatoid arthritis in 2002. Since then, it has also been found to be effective in
History clinical development pragram and study designs. treating several ather diseases, and it is currently also approved for juvenile
idiopathic arthritis, psariotic arthritis, ankylosing spondylitis, Crohn's disease,
These objections were part of the cansiderations during the review process for adalimumab's approval for UC. and plague psoriasis, Humira has no specific contraindications, The approved

labeling has o boxed warning for serlous infectians and malignancies, which is

4 3 part of TNFa-antagonist class labeling. The following serious adverse reactions
are highlighted in the boxed warming for serlous infections: tubsrculosis,
bacterial sepsis, invasive fungal infections (such as histoplasmosis], and
infections due to other apportunistic pathagens. The following serious adverse

e sk ¢t follow-up question reactions are highlighted in the boxed warming for malignancies: hepatosplenic
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Intuitive experience Transparent searching

1. Ask natural language questions in multiple 4. Review how a question was interpreted to gain

languages including English, Japanese, Korean, clarity and improve responses.

French and Spanish. o .
5. Provides in-line references to allow users to dive

2. Request responses in a variety of formats into the original regulatory document and verify
including table, free text, bullet points and CSV. the response.

3. Easily search through previous responses within 6. Ask follow-up questions to refine your search and

your history. gather more regulatory insights.
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