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NEW FANDINGS | 29 JAN

More Encouraging Results From Stem-Cell
Transplants

A new study shows good outcomes using a less intense conditioning regimen,
suggesting it may be possible to perform successiul stem-cel transplants in
multiple sclerosis patients with less risk of infection
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the patients showed no signs of disease activity (NEDA) after three years, but NEDA was defined as
Osurvival without death or disease activity from any one of the following outcomes: (1) confirmed loss
of neurclogic function, (2) clinical relapse, or (3) new lesions cbserved on magnetic resonance
imaging.O Burt et a. (20156) also saw significant decreases in gadolinium-enhanced lesions on
MRI scans, as well as improvements in the Timed 25-Foot Walk and the Nine-Hole Peg Test.

OExtraordinary evidence still neededO

Though neither HALT-MS nor BurtOs study were controlled or randomized, their strong results
bolster hope for a new, effective, and less expensive treatment for people with aggressive RRMS.
But which conditioning regimen Is best remains an unanswered question. Pnysicians originally
developed HCT as a treatment for patients with leukemia, in which total obliteration of the immune
system is necessary. Additionally, since leukemia is a terminal disease, the risk/benefit analysis was
more in favor of high-risk, high-reward treatments.

Burt told MSDF that he learmed 30 years ago that HCT patients had to be reimmunized with
vaccines most people receive in childhood. Olt occurred to me thatOs exactly what you want to
have happen in autoimmune disease. You want to lose your memory cells for autoantigens, O Burt
told MSDF.

He began to test his theories on animal models, including experimental autoimmune
encephalomyelitis. After successes In the lab, he took his protocol to the bedside.

Ol think [BurtOs] results are very encouraging that you can get by with a somewnhat less intense
conditioning approach,O Jeffrey Cohen, M.D., of the Mellen Center at the Cleveland Ciinic told
MSDFF. But Cohen also noted a caveat emphasized in a commentary published along with BurtOs
study in JAMA (Hauser, 201569): OtOs hard to know how these patients would have done on other
avalable therapies. And itOs stil somewhat unclear to what extent the benefit was from the
conditioning immunosuppressive regimen.O

In the commentary, Stephen Hauser, M.D., of the University of California, San Francisco, challenged
the credibility of the changes in EDSS. He suggested that healthier patients may have been more
likely to come to the clinic for follow-up exams, that some patients may have recovered naturally from
thelr disablities, and that drugs like alemtuzumabRiwhich was used in the conditioning regimenNihave
peen shown to lead to improvements in EDSS.

Hauser, also wrote, Othere is litle evidence in the literature and none in the current study to support
any claim that potentially pathogenic clones have been eliminated or that the immune system has
been reset by the nonmyeloablative regimen used in this study.O

Burt told MSDF that only 22 patients received alemtuzumab before the researchers started using
another drug, thymoglobulin, because patients on alemtuzumab developed secondary autoimmune
disorders.

OOf course itOs the condiioning regimen that stops the inflammation, O Burt told MSDF. And
stopping the inflammation is the key to the immunological reset, Burt explained. By stopping
inflammation through the use of the conditioning drugsNeyclophosphamide and thymoglobulinNithe
lymphocyte count gets a chance to rebalance toward a more normal, healthy distribution of different
types of immune cels.

The patients would recover without the stem cells, Burt said, but the stem cells help them recover
faster.

OThere were some negative things that [Hauser] said and some of them are what weOre trying to
address: s it really stem cell transplantation or is it really immunosuppression?O Michael Racke,
M.D., of Onio State University told MSDF. Racke is also one of the co-authors on the HALT-MS
study. Though Racke is skeptical of the durabiity of BurtOs regimen, he said that he was impressed
with the outcomes. He also noted that it is difficult to prove immunological reset.

Oif we did lumbar punctures at the 3-year follow-up point, [the patients] stil have oligoclonal bands, O
Racke said. Oligoclonel bands are biomarkers for MS patients that are generally indicative of immune
activity. OBuUt when the pathologist looks at the cells and the cell numboer, theyOl say thereOs no
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