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in mice at 3, 6, and 9 months of age. At all 
ages, the mice developed severe motor and 
behavioral deficits and progressive brain 
pathology: The animals’ thalami—sensory 
and motor signal relay stations—became 
calcified, and their brains atrophied.

“We end up sounding like a Cassandra,” 
says Paula Dietrich, a neurobiologist at 
UTHSC who was the paper’s first author. 
“We bring the bad news, and nobody wants 
to hear or believe it.”

Dietrich concedes that mice findings 
may not apply to humans. But she notes 
that huntingtin is expressed throughout 
the brain and cautions that the levels of 

RG6042 needed to penetrate the deeper 
structures where Huntington pathology be-
gins could have unwanted effects. “To reach 
efficacy in the striatum, you may have to ex-
pose other regions of the brain to extremely 
high concentrations,” she says.

Another company, Wave Life Sciences of 
Cambridge, Massachusetts, is developing 
two antisense drugs aimed at suppressing 
only the mutant gene, leaving the normal 
one untouched. Wave’s ASOs target two se-
quence variants, one or both of which occur 
in 70% of Huntington patients. Both drugs 
are in initial clinical trials, with results ex-
pected next summer, and the firm thinks its 
approach may be safer than RG6042. 

“No one knows the longer-term implica-
tions of knocking down the healthy allele,” 

says Chandra Vargeese, Wave’s senior vice 
president and head of research. “The ex-
panded allele is the causative factor. So why 
not leave the healthy allele intact?”

BY ABOUT 24 HOURS AFTER injection into 
the CSF, RG6042 has diffused into neu-
rons in the brain, where it remains for 3 to 
4 months. Bennett says animal studies trac-
ing the drug’s uptake and activity suggest 
that monthly injections of the highest trial 
dose might begin to measurably improve 
symptoms after 6 months—if the drug works.

In January, Michelle Dardengo began to 
receive monthly injections of 120 milligrams 

of RG6042—the highest dose dispensed in 
the first study. Along with 45 other patients 
from that study, she is taking part in an 
open-label extension of the trial. It is de-
signed to produce long-term safety data 
and to chart all 46 patients’ disease pro-
gression. But for Dardengo, it is a trial of 
the drug’s promise.

In an in-person interview in March, shortly 
after her third such injection, Dardengo ap-
peared tired. Her speech was sometimes halt-
ing and stopped midsentence.

Three months later, in a telephone in-
terview in June, she spoke fluently, in 
complete sentences. She was still gamely 
answering questions after 2 hours. “I find 
that my speaking is a lot better. Like, I can 
actually finish a sentence,” she volunteered.

Dardengo also reports that she and her 
dogs are walking farther, on rougher trails, 
than was her habit in January. She added: 
“My handwriting is becoming quite legible 
now.” In July, Dardengo noted that she has 
resumed clipping the cat’s claws and sent 
a video of herself doing so with apparently 
steady hands. Marc Dardengo confirms 
that his wife’s walking stamina and hand-
writing have improved, and he notes that 
her violent leg movements while sleeping 
have virtually disappeared. And he thinks 
that the deterioration of her memory has 
stabilized. “Before the start of the [open la-
bel] trial, I could see her memory [go down-

hill] over the course of a year. 
Since January, [with her] tak-
ing this drug, I am not seeing 
that type of change.”

But he cautioned that his 
wife’s verbal fluency is a mov-
ing target. “She has easier 
days with conversation more 
often than before. But she also 
has days when the dots aren’t 
connecting.”

And Joel Dardengo believes 
his mother’s memory is getting 
worse. In June, for example, 
she forgot to buy him a birth-
day cake, a long-standing tradi-
tion. Paying for a pricey meal at 
a restaurant, she uncharacter-
istically failed to tip the server. 

Trial scientists Tabrizi and 
Leavitt strongly caution that 
one patient’s experience is an 
anecdote, not a study. “An n of 
one is just that,” Leavitt says, 
adding: “The placebo effect is 
very real. We don’t want to put 
out the impression that [the 
drug] is working. Because we 
don’t know yet.” Tabrizi says 
she and her team are doing 
their all—by phone, email, and 

in person—to communicate that to patients.
Today, Michelle Dardengo says her goal 

is to ride her bicycle in 6 months. To win 
Leavitt’s permission to attempt this, she 
needs to pass the heel-to-toe walking test 
administered to suspected drunk driv-
ers without losing her balance, a feat that 
eludes her today.

She is nonetheless buoyant. “I feel so 
much hope,” she says. “Things are so dif-
ferent between my dad and me: I’ve got a 
life to live.” For her son, her hopes are even 
higher: “Joel could definitely be a candi-
date to potentially never see or experience 
Huntington.”

Joel himself is far more cautious. “I do 
wish for the best,” he says. “At the same 
time, I do prepare for the worst.” j

Michelle Dardengo, on her way to a hiking trail with her dog, says her confidence behind the wheel has improved since last year. 
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