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Six men remain in intensive

Afr
Ammﬂ: care after being taken ill
et e during a clinical drugs trial in
north-west London.
Europe

Middie East The healthy volunteers were

South Asia  testing an anti-inflammatory

UK  drug at a research unit based
England] at Northwick Park Hospital

Morthern Ireland  when they suffered a reaction. B - ~ -~
he six are being treated at Northwick

Scotland Paek hespital

wales Relatives are with the patients, e

UK Politics  Whe suffered muitiple organ failure. Twe men are said to be
: critically ill.
Education Ir
M“‘-‘_”'"e An investigation has begun at the unit, run by Parexel, which
sald it foll d recol ded guidelines in its trial.
Health

Science/Nature The men were being paid to take part in the early stages of a
Technology trial for the drug to treat conditions such as rheumatoid
Entertainment 2rthritis and leukaemia until they were taken ill on Monday
within hours of taking it.
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~— | Inaddison io the vanous inspectons camied out oy MHRA inspectors and the German Reguiatd

Archive: tesis have been conducted on the drug product. The product testing focused an the baich used
Loaking for a8 previously towcology studies as well s the batch used in the fral. Although there were soms ‘good cll
pubiished documen in this discrepancies idantfied (see below), the conciusions remain the same as reportad in April
section? binlogical effect is e most likety cause of the savers r2actions i the six nal valunteers.

all months B “This 5 a very complex scientfic issue, which will be reviewed by the independent s
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Cytokine Storm in a Phase 1 Trial of the Anti-CD28 Menoclonal Antibody TGN1412
Ganesh Suntharalingam, F.R.CA., Meghan R. Perry, MRCP, Stephen Ward, FR.CA., Stephen ], Brent, MDD, Andrew
Castello-Cortes, F.R.CA,, Michael D. Brunner, FR.C.A., and Nicki Pancskalisis, M.D., Ph.D.

Six heathy young male volunteers &t & contract research organization wers anralled in the first phase 1 ﬁ;’,' o

clinical tial of TGN 1412, a novel superagonist anti-CD28 manocional antibody that directy stimutates T POA Full Text

calls. Within #0 minules afier receiving a single intravenous dose of the drug, all six volunteers had a PowsrPoint Slide Sel
systemic inflammatory response characterized by & rapid inducsen of proinfamrmalony cylokines and CME Exam
sccompanied by headache, myslgiaz. nausss, diarhaa, srythema, vazadilatstion, and hypotension. Within Supplsmanier; Matasl
12 fo 18 hours after infusion, they became crifically i, with pulmonary infilimtes and lung injury, renal B Inserview

failure, and digsami Savare and depietion ef il

monocyles cocumed within 24 hours sfter infusion. All slx patients wens transfamed te the care of e authors. Parsgsative

at an intnsive came unit at a public hospital, where they received inlensive cardiopulmenary support by Shanes, & K.
(including dialysis). high-dose i and an anti-ir in-2 receptor antibods Editorial
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EDITORIAL
* Emvous Volume 355: 1060-1061 Seplember T, 2006 Number 10 D >
Volunteers at Risk
Jeffrey M. Drazen, M.D.

Clinical msearch can be a rsky endeavor, I this ssoe of tee Jewrnad, Suntharalingam ¢1 al. - descrbe tw events that

vecurmed when six healthy vrdunicers received a dose (0.1 mg per kilngmm of bady weight) of TON1412 — 2 PE
superagunistic bumanized mieockanal antibody b simubies and expands T-vell papulativns independenly of the P04 Full Toxd
ligaron of the T-cell recepior. 1n all six parents, the cyinkine-reicase syndrome developed. incliding muhiorzan fitne.
Twa of the rmechanical and 21l received renal theraqy. Allsix hod severe s

and periphersl tschemin developed In pos Rarkess 0 the Sxrent that SUrpleal Teamsent wes required by Sharps, A H,

Analysls of dee infased TGN 1412 has, oo thi It & met the of the — thatis,
it was sterile and pyragen-fee and contained the af prossin wil Thus, the respanse
ubmserved is lkely 1o ropresent a clear example of an Birgenic “cyloking stoms” withot the background of ssother
liimess. On the basis of the experimental data that had been gathered before the esting of tis monoclonal anohody in
humans, the bialogic and subsequens physiciagical changes were unexpected. Also in this issue of the dournad, Sharpe
anid Abbas speculate o the biologic evints that occumed when the patients received (his insaireat2 Allough e data
cleasty show of 8 cvickine 2 ine 1o detesi ¢ what haceeted and why, We
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