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In an effort to stay tuned to the larger implica-

tions of my surgical pathology practice, I attend clini--

cal gatherings and listen to the findings of internists,

surgeons, or mw%mﬁﬁm—:m. At one such conference
on sickle cell disease at the Hyatt Regency in Long
Beach, California, I am surprised to see mothers of
sickle cell children. Though I have never before seen
patients’ families at medical meetings, it seems to me
a compassionate strategy. Aspiring to learn about the

plight of sickle cell disease, I introduce myself to one

of the mothers, Kim Holland, and her affected som,

Comille Begnaud.

Comille suffers the pain of his disease about
every second day, Kim tells me as we sit down to
lunch and wait for our food. It is capricious pain and
often intractable, usually arising in his chest, back,
belly, or joints with varying intensity. On occasion, the
pain can occur in his rmmm: even his penis. Seemingly
no part of him is spared.

“If the pain is mild, he gets that look on his face
and his eyes drop real low,” Kim says. “He stops E@r
ing Nintendo, or playing outside, and lays around the
house. I ask him if he wants his pain medicine because

Ei3

I know how he’s hurting, but he usually says no.

“Why don’t you take your pain Ewmmowmmv Co-
mille?” 1 ask. He takes Motrin, or Tylenol with co-
deine if the pain becomes more severe. LAD
Kim sits between us, so Comille leans in to her or
shoulder, talks to me across her chest. His rich choco-
late eyes——the color of his skin—are enhanced by

steel-rimmed glasses precariously perched on his tiny,

upturned nose.

“T don’t want to be a baby,” he says.

“He’s trying to learn to deal with the pain by
himself, without medicine. So he lays down with a hot
pad instead,” Kim says. She has a pretty, angular face
that contrasts with Comille’s softer, broader features.
“When the pain is severe and doesn’t go away with the
medicine, he comes crying to me. T know he can't take
it anymore. He’s grunting and he’ll let out a yell.” She
is speakirig faster now and louder as if it is her pain, |
too. But her cells have contributed only one defective
gene to Comille’s recessive n.mmmmmm“ she has the sickle
cell trait and remains pain-free. The other defective
gene had to come from his long-absent father: “1
panic because I know that he needs a Eo%Em@%%.
that he has to'go to the hospital. But he’s calm sl e

cries. He tells me it’s okay, he's just hurting. He's«éalm-
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they rnss, they are carried in the course of plasma like
fry Wmm.mdzm in a stream; in the narrowest capillaries,
they readily deform to half their diameter and squeeze
through single file. Pliancy enables these acrobatics,
keeps the blood flowing. Sometimes I close my eyes
and meditate: Aware of my breathing—feeling my
breath come in . . . feeling my breath go out—I pic-
ture the billions of red cells percolating my system,

and try to tune in to their harmony.

So perfectly adapted is the red blood cell and so
vital its function that the smallest flaw can be destruc-
tive. A single wo.w# mutation in the hemoglobin mole-
cule is responsible for Comille’s pain. The normal
rm_ﬁomwcgm.} in each red cell is virtually replaced
by an abnormal hemoglobin S in sickle cell disease.
When red cells filled with-hemoglobin § wm.wmmmm their
m@mmﬂ_ hemoglobin polymers build slowly and stretch
the mm:m like kites into the rigid, crescent shape of a
sickle,

./%Em: the asylum of small vessels, younger sickle
cells and vessel-lining endothelial cells can run amok.
Aided by biologic modifiers, they can wax adhesive,
embrace in torrid intravascular tangos, and narrow
vessel lumens. In larger vessels, lining cells are less in-

clined to take part in the dance. They burgeon as

é.&Eos.m&, thicken vessel walls, and also narrow hi-
mens. When older rigid sickle cells are trapped in
these dwindling vascular spaces, the blood can clot.

And blood clot deprives distal tissues of Oxygen.
It is the ferce pain of this deprival that can squeeze
the spleen, heart, bones, muscles, liver, and lungs like
a vise until sickle cell patients howl.

I have looked at sickle cells in countlegs blood
smears over the years and never once have I thought
about the pain; it starts to enforce its limitations
within months after birth, to propel its host through a
guarded childhood into a wary adolescence. And the
longer the host prevails, the more organ damage from
oxygen deprivation he sustains, until organ failure or
infection or both cause a premature demise. The av-
erage male lives only forty-two years, the average fe-
male forty-eight; if the fierce distractions of illness are
subtracted from their lives, their allotted time is much
less still. i

Reynolds Price, in hig affecting memoir, A
Whole New Life, describes a postoperative bout as
“one long fling at the end of a tether of pain.” When I
think about Comille’s “long fling,” how pain can rise
inside him, I see his body as a fire and his sickle cells

as w.mﬁmwcmommn arsonists. I imagine Comille’s early
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some clarity. I feel like a virtuoso exhorting sweet noteg
from a grand piano, or a stunt pilot at the helm of hig
aircraft, artfully furling contrails.

Today, to my right, sits my microscope’s .:Em
sister, a Wesco monocular student microscope with
ample resolution; it is Christmastime and I have pur-
chased it for Comille. Wmmmnm@ he arrives with Kim and
Mickey, I place a slide of sickle cells on his micro-
scope stage, set the pointer on a classic crescent.

“Apples and bananas,” Comille shouts as he
looks through the eyepiece of his new Wesco. He is
looking through the high-power objective—a magnifi-
cation of four hundred; his little hands deftly work the
adjustment knobs, focus in on the shapes of his pain.

Mickey Washington, a gentle man, sits quietly in
his wheelchair. A few years back, he unknowingly
drove his car into a Hispanic gang’s turf. The shooters
never said a word; he was a black man and that was
reason enough. A bullet pierced his spine at the
fourth thoracic vertebra, made him a paraplegic. Kim
sits by his side, holding two-year-old Kentrel, who is
free of sickle cell disease.

“Suns and moons,” Comille continues. He is ex-

cited as he sits at his new microscope, carefully taking

the measure of the misshapen, miscreant red cells
that so reduce the quality of his life.

“What do you say to Dr. Nadler, Comille? Kim
SHyS.

“Thapk you very much.” Then he says, “What are
the big cells?”

With %.m pointer I show him the different white
cells: Lymphocytes have round purple nuclei and
wear their skimpy cerulean cytoplasin like short skirts,
they are responsible for immunity. Granulocytes have
multilobated lilac nuclei and faint pink cytoplasm
peppered with granules; they are the first lines of de-
fense at the site of bacterial infections.

“It’s the red cell banunas and crescent moons
that cause your pain and infections,” I say.

“Yeah. They look kinda weird, Wow!”

Perhaps he will visualize, in his own creative way,
what his sickle cells can do to him. Can these flaws
beget a positive purpose, a grace?

Now Kim sits at the Wesco; she, too, is excited to
see the real thing. Then she tells me about her own
paraplegia. While she mmm her four-year-old daughter
(Comille’s older sister) were walking to school in

1991, they were hit by a speeding car that had run a

THE
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mines skin color. Black is just like white, but with
more of nature’s sunshade dispersed in it.

In my practice I see, in skin biopsies, the endless
variely of normal pigment scatter; it is my job to see
beyond this pigment, to focus in on the real co-
nundrums in the biopsy—inflammation, benign and
malignant proliferations. This is what surgical patholo-
gists do. It is only in the larger world where every eye
can spot melanin disparities that such differences are
intuited as larger differences.

And what of Comille? Most of the sickle cell pa-
tients at his clinic are black, the doctors white. Kim is
aware that some of the black mothers distrust white
doctors, but she is grateful for the care Comille gets.
And she sees bigger issues—a lack of awareness of
sickle cell disease, insuflicient testing for it by hemo-
globin electrophoresis, inadequate genetic counsel-
ing, and paltry fund-raising,

I receive the following e-mail:
Dear D Nadler
this is Comille. 1 will go to beauty and the

beast tomorrow at 11 in the morning then I

will go with my mom ... fo take some tesis

that Dr Groney ordered. they wont hurt its
Just a lot. And I like having all my doctors. T
dont care if they are black or white they are
my friends and they love me like I love them.
well I have to get off now because I am sup-
posed to do my homework and study from
3~ then I can play on the computer until 8
and then it’s time to wind down (that's what
my mom calls it) and then go to bed at 9. M y
mom says [ have ue.»mmﬁ‘a regular routine. ok
I have to go before she gets back or she takes
30 minutes off my computer time. bye bye Dr

Za&mﬁ I love Yot

Comille

IT Is A4 CURIOUS THING thatan organ configured 50
largely of nerve cells—the brain-—itself is without
nerve endings for pain. Within the sanctum of its ves-
sels, siclde cell clots can deprive nerve cells of oxygen,
painlessly ravage them. These attacks (strokes) can
cone on silently, without warning, as vague as the
haze of a morphine drip,

Is Comille at risk for such a cataclysm? Psycho-
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that repeated blood transfusions in sickle cell children
with narrowed brain vessels may not only prevent a
stroke, they may, in a small number of these kids,
cause the narrowed brain vessels to appear reopened.

They nod. The clinicians have already informed
them of these hopeful possibilities.

I am reluctant to tell them about the risks of re-
peated blood transfusions, the immumization to foreign
red cell antigens, the iron overload in body tissues that
can occur. As a surgical pathologist, it is not my place to
discuss therapeutic complications. I try to draw the line
between demonstrating the microscopic alterations of
a disease-~the apples and bananas of it~—and clinijcal
management. I hope the depictions themselves, the
vivid red cell aberrances, will help mollify, for Comille,
his disease’s hard edge. Pain is more than a stimulus
transmitted by nerves; it is a complex perception
largely influenced by emotion. If the sources of his
pain—sickle cells—can be perceived as positive im-
ages, perhaps he will feel more assured in his illness,
less fearful, his pain more tolerable.

I have been so engrossed—a unit of cross-
matched blood now hangs on Comille’s IV pole and
trickles through the catheter into his hand vein—that

1 have failed to notice the other children. Now I see

i

six of them cheerfully interacting and moving about,
each tethered to an IV pole, each receiving chemo- THE
therapy or a umit of blood. They are playing with the LANGUA
toys, eating their lunch—macaroni and cheese, ham OF CELI
sandwiches, potato chips, chocolate mz&%umgwm;mw-
ing, seemingly oblivious of their ongoing therapies. 139
The day-care center has the feel of a giant pit stop on
the road of life; refueling and maintenance checks are
a necessary routine, a fragile ingenuity.

The hours go by and Comille remains in a Super

Nintendo trance: Ever so slowly, normal blood seeps
into his blood vessels, diluting the sickle cells, suffi-
ciently elevating his hemoglobin to turn off the mar-

row’s flow of new sickle cells. Sitting beside him as

though tethered to his pole, I am awed by this stay of
his illness, swept up in his new and congruous flow.

It is still uncertain how sickle cells bring about
clotting, how vessels narrow, how chronic transfusions
seen to reopen the narrowings. These murky com-
plexities add mystery to the misery of sickle cell dis-
ease. And yet there is hope: In a decade’s time,
perhaps more, Comille will donate the stem cells of
his marrow to genetic engineers; these cells will be
grown in tissue culture, spliced with normal genes,

and returned to him. Cured at last, his marrow inca-
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