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ALZHEIMER'S
DRUG TRIAL
PROVIDES
SOME HOPE

Medication appears to slow
accumulation of brain plaque

BY MELISSA HEALY

In the search for a treatment capable of
changing the course of Alzheimer’s disease,
new i are offering a i of
hope: In a preliminary trial of subjects suf-
fering from memory and thinking problems
or diagnosed with early Alzheimer'’s, a bio-
engineered medication called adu-
canumab has demonstrated the ability to
clear accumulations of beta-amyloid pro-
teins —a k of Alzheimer’s — from
thebrain.

‘And compared with subjects receivinga
placebo medication, those who got
‘monthly infusions of aducanumab in high
doses appeared to experience less
progressive loss in mental function.

‘The results of the early clinical trial, re-
ported Wednesday inthe journal Nature, of-
fer new evidence that clearing amyloid
plaques might be an effective strategy for
preventing, halting or even reversing

ifthe de-

entia,
generative brain disorder is detected and
SEE ALZHEIMER + A6

JACK DEMPSEY AP

San Francisco 49ers quarterback
Colin Kaepernick at practice.

TACKLING
QUARTERBACK’S
CONTROVERSY

Current, retired players weigh in
on Kaepernick's anthem stance

BY PETER ROWE

As an offensive tackle for the Chargers
and the Raiders, Ron Mix shielded
quarterbacks from attack.

Although he retired from the NFL in
1972, Mix is still on the job.

“I kind of admire his courage,” Mix, a
Pro Football Hall of Fame inductee, said
of 49ers quarterback Colin Kaepernick.
“He’s speaking out against obvious injus-
tices that are taking place.”

Before a preseason game last Friday,
Kaepernick sat during the playing of
“The Star-Spangled Banner.” Afterward,
he explained that he could not honor the
national anthem or “show pride in a flag
of a country that oppresses black people
and people of color.”

His actions drew praise and con-
demnation — and added interest to
tonight’s otherwise inconsequential

game at Qualcomm Stadium. When the
49ers and Chargers meet for a final pre-
season contest — which happens to co-

SEE PROTEST » A9

49ers at
Chargers
Exhibition game
Today: 7 p.m. at Qualcomm Stadium
On the air: Ch. 8; 1360-AM, 105.3-FM

D B7 - Athletes have a role to play on
social issues, writes former Charger and Pro
Football Hall of Famer Kellen Winslow Sr.
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President Enrique Peiia Nieto and Donald Trump met Wednesday in Mexico City, where the GOP presidential

candidate defended the right of the United States to build a massive border wall to block illegal immigration.

TRUMP, PENA NIETO SPLIT
OVER PAYMENT FOR WALL

Conciliatory tone contrasts with hard-line immigration policy speech later

BY JOSHUA PARTLOW & SEAN SULLIVAN

MEXICO CITY

Donald Trump, who has made deporting
unauthorized immigrants from Mexico a
cornerstone of his i i i

sive tenor that has defined much of his cam-
paign. Repeatedly raising his voice, he said
that “anyone who has entered the United
States illegally is subject to deportation,”
and he vowed to crack down especially hard
on unauthorized immi who have com-

met with Mexican President Enrique Pena
Nieto on Wednesday — striking a subdued
and cooperative tone as he faced a world
leader who forcefully opposes his signature
proposals.

Yet just hours later in a major speech on
immigration in Phoenix, the Republican

idential nomineereturned tot!

mitted other crimes.

‘With less than 10 weeks until the election,
Trump increasingly has tried to adjust his
pitch to appeal more to moderate voters, as
polls show he has fallen solidly behind Demo-
cratic rival Hillary Clinton nationally and in
battleground states. However, the visit here
and the speech in Phoenix could provide a

Jjarring contrast for voters and send a confus-
ing message about the kind of president he
would be.

Trump said at the joint news conference
in Mexico that he and Pefia Nieto didn't dis-
cuss who would pay for his proposed wall
along the U.S.-Mexico border, despite his
long-standing vow to compel Mexico to foot
the bill. He and Pena Nieto avoided direct
confrontation in front of the cameras, airing
their differences on immigration, border se-
curity and trade in cordial tones.

But later, Pena Nieto tweeted: “At the be-

SEE TRUMP « A8

ROGER TSIEN - 1952-2016

UCSD Nobel laureate made vital discovery

BY GARY ROBBINS

Roger Tsien, the exuberant
and resourceful UC San Diego
researcher who shared the 2008
Nobel Prize in chemistry for
helping to find a more effective
way to peer inside cells and
organisms, died on Aug. 24. He
was 64.

Tsien appears to have
passed away while on a bike
trail in Eugene, Ore., said UC
San Diego Chancellor Pradeep
Khosla, who broke the news to
the campus community on
‘Wednesday. The precise cause
of death has yet to be deter-
mined.

Tsien — a first-generation
American who began to explore
chemistry at age 8 — was hailed
Wednesday for “illuminating”
the study of such diseases as

ucsD

COURTESY OF

CHARITY’S
RAFFLE FOR
MANSION HAS

UC San Di-

ego Nobel

laureate CONDITIONS
Roger Tsien,

whose dis- BY PHILLIP MOLNAR

covery

helped scien- It's a dream house raffle
tists look without a dream house.

inside cells For 12 years, the local Ron-
and ald McDonald House Charities
organisms, has held a “Dream House Raf-
died last fle”inwhich aluxury mansionis
‘week in Ore- advertised as the game’s grand

prize for the price of a ticket
costing $100 or more.

Yet, the respected nonprofit
almost never gives away the
home because it often doesn’t
sell enough tickets to make it
the main prize.

This year, a $3 million Poway
mansion was the top reward.
But, prize rules said 61,200 tick-
ets had to be sold by April 29 for

cancer and HIV. He teamed
with fellow scientists Osamu
Shimomura and Martin Chalfie
to turn green fluorescent pro-
tein (GFP), whichis foundinjel-
lyfish, into a research tool.
Khosla recalled the collabo-
ration, saying in a statement:
“Shimomura identified the cru-
cial jellyfish protein and re-

vealed that it glowed bright
green under ultraviolet light.
Chalfie showed how it could be
used as a biological marker.
Combining his deep skills in
chemistry and biology, Tsien
found ways to make GFP glow
more brightly and consistently;
then he created a full palette of
fluorescent proteins that scien-

tists could use to track different
cellular processes at the same
time.

“GFPshavebecome afunda-
mental fixture in life sciences
labs around the world, allowing
researchers to look into cells or
whole animals, to watch mol-
ecules interact in real-time and

SEE TSIEN « A1l

the charity to offer the house.
The organization said it was

roughly 11,000 tickets short.
The raffle still produces
other winners who get huge
cash payouts and prizes. But in
the 12 years of the raffle, the
charity has only sold enough
tickets to award the house three
SEE MANSION « A12

Review of romance film ‘The Light Between Oceans.” Weekend
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INCREASE IN PARALYSIS SEEN IN ZIKA OUTBREAK AREAS

Infections may bring
on Guillain-Barré
cases, study says
THE NEW YORK TIMES

In seven countries that
recently experienced Zika
outbreaks, there were also
sharp increases in the num-
bers of people suffering from
a form of temporary paraly-
sis, researchers reported
Wednesday.

The analysis, published
online in The New England
Journal of Medicine, adds to
substantial evidence that
Zika infections — even
asymptomatic ones — may

WALLACE WOON EPA

A pest exterminator fumigates the corridor of an
apartment building in Singapore. There there have
been at least 82 confirmed Zika cases in the nation.

bring on a paralysis called
Guillain-Barré syndrome.
The syndrome can be

caused by a number of other
factors, including infection
with other viruses. Re-

searchers studying the Zika
epidemic in French Polyne-
sia had estimated that
roughly 1 in 4,000 people in-
fected with the virus could
develop the syndrome.

The Centers for Disease
Control and Prevention has
said that the Zika virus is
“strongly associated” with
Guillain-Barré, but has
stopped short of declaring it
acause of the condition.

The new data suggest a
telling pattern: Each coun-
try in the study saw unusual
increases in Guillain-Barré
that coincided with peaks in
Zika infections, the re-
searchers concluded.

“It’s pretty obvious that
in all seven sites there is a

clear relationship,” said Dr.
Marcos Espinal, the study’s
lead author and the director
of communicable diseases at
the Pan American Health
Organization, which col-
lected data on confirmed
and suspected cases of Zika
infection and on the inci-
dence of Guillain-Barré.
“Somethingis going on.”

In Venezuela, officials ex-
pected roughly 70 cases of
Guillain-Barré from Decem-
ber 2015 to the end of March
2016, as mosquitoes were
spreading the virus. Instead,
there were 684 cases.

During five months in
which the Zika virus was cir-
culating in Colombia, offi-
cials recorded 320 cases of

Guillain-Barré when there
should have been about 100.
From September 2015 to
March 2016, while Zika infec-
tions peaked in El Salvador,
cases of Guillain-Barré
doubled to 184 from 92.

Theresearchersincluded
patients with both sus-
pected and confirmed Zika
infections, as reported by
national health officials.

Dr. Kenneth C. Gorson,
professor of neurology at
Tufts who was not involved
with the new analysis, called
it compelling.

“This is a substantial
public health burden for
countries that may not have
well-developed health sys-
temsin place,” he said.

ALZHEIMER’S « Amyloid
plaque accumulation cut

FROM A1
treated early.

“It is a hopeful sign,” said
Dr.James Hendrix, director of
global science initiatives for
the Alzheimer’s Association.
“Thisis a small trial, but it still
is exciting for anumber of rea-
sons.
“I am cautiously opti-
mistic,” he said.

The new study reflects the
findings ofatrial designed pri-
marily to test the safety of ad-
ucanumab at arange ofdoses.
The drug’s developer, Wash-
ington, D.C.-based Biogen
Inc., is soon to launch a pair of
much larger trials designed to
test aducanumab’s effective-
ness as a treatment for
Alzheimer’s.

“We hope to see these find-
ings confirmed,” Hendrix
said.

Although aducanumab

Copyright © 2016 The San Diego Union-Tribune, LLC &bull;

holds promise as a potential
Alzheimer’s drug, it is for now
an early answer to a more ba-
sic question about
Alzheimer’s disease: What
role do clumps of beta-amy-
loid protein play in the dis-
ease?

Aslongas25years ago, sci-
entists suspected a role for
amyloid plaques —accumula-
tionsinthe brain ofbeta-amy-
loid proteins — in Alzheimer’s
disease. When they examined
the brains of people who died
after suffering a progressive
loss of memory and reasoning
skills, scientists typically
found clumps of beta-amyloid
surrounded by destroyed syn-
apses and brain cells that had
long since died.

But whether those clumps
were a cause of Alzheimer’s
dementia or just another
symptom of the mysterious

disease process wasn’t clear.

If a cure to this scourge
were to be found, that unan-
swered question was impor-
tant: If accumulating amyloid
plaques in the brain
precipitated a patient’s de-
cline in memory and thinking,
developing or discovering
drugs that cleared those ag-
gregations — or prevented
theminthefirst place — could
be key. But if amyloid plaques
were incidental to some other
process causing memory loss,
then fighting them was prob-
ably adistraction.

Over the last decade or so,
the “amyloid hypothesis” has
been put to the test often,
without clear results. Many
experimental therapies have
sought and failed to prevent
or clear amyloid plaques.
Where a few therapies have
succeeded in doing so, pa-
tients beset with dementia
symptoms failed to improve,
and their loss of memory and
function continued unabated.

Inthe meantime,improve-
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ments in brain-imaging
methods have at least made it
possible to measure amyloid
deposits in living brains. In
the current study, subjects
were all people who had sub-
stantial amyloid brain clumps
— just one factor that put
them at risk for a progressive
loss of memory. The other fac-
tor was that their memory
loss was already evident: All
had been diagnosed either
with mild Alzheimer’s or with
mild cognitive impairment —
a more subtle level of confu-
sion and forgetfulness that

frequently precedes an
Alzheimer’s diagnosis.
In these preliminary find-

ings on aducanumab, treat-
ment not only reduced the ac-
cumulation of amyloid
plaques; it also appeared to
slow the inexorable slide into
dementia that most subjects
were expected to suffer.

After ayear of monthly in-
fusions of aducanumab
therapy, the brains of subjects
who got the highest dose had

significant reductions in their
baseline levels of amyloid
plaque accumulation. Their
scans showed a level of amy-
loid plaques very near the
cutoff point for normal pro-
tein accumulation. Those
who got a placebo drug
showed, on average, no
change in amyloid plaque
above the levels shown on
baseline scans.

And onakeytest of mental
function, subjects who got the
experimental drug showed
less progression toward de-
mentia at the one-year mark
than did those who got pla-
cebo. How much less progres-
sion was proportionate to the
dose they got.

“The dose-related reduc-
tion in brain amyloid with ad-
ucanumab is dramatic and
convincing,” said Dr. Paul
Aisen, director of the Keck
School of Medicine’s
Alzheimer’s Therapeutic Re-
search Institute at the Uni-
versity of Southern California.
Aisen, who has consulted ex-

tensively with Biogen but was
not involved in the newly pub-
lished clinical trial, said that if
confirmed by further trials,
the benefits of a therapy like
aducanumab “would repre-
sent a true breakthrough” in
the treatment of Alzheimer’s
disease.

The clinical trial did raise a
safety concern. About 41 per-
cent of those getting the high-
est dose and 37 percent of
those getting the second-
highest dose developed a
complication of brain-fluid
accumulation that hampered
brain-imaging and was some-
times linked to headaches,
visual disturbances and con-
fusion.

The complication tended
to disappear four to 12 weeks
into treatment. But it
prompted 46 percent of those
who developed it to drop out
ofthe clinical trial.

Healy writes for the California News
Group, publisher of the Union-Tribune
and the L.A. Times.
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