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Case: GH was a 49-year-old woman who fell at home and
developed weakness in bilateral lower extremities in the setting of a
T8 vertebral fracture. This was later diagnosed as being from a high
grade B-cell lymphoma. GH underwent spinal cord decompression
followed by time in the ICU and oncology unit. Prior to transfer to a
rehabilitation unit, she was treated with chemotherapy.
GH used to work in health care before she got sick and, according to
her sister, had not been well for a year before admission. She had
two children, one of whom was a teenager and lived with her. GH
wanted to be with her child at home instead of going to
rehabilitation. As her hospital stay progressed, GH became
distressed about her slow recovery and inability to take care of
affairs at home. Her personal coping skills were taxed by her
diagnosis and treatment. She became irritable and angry when she
actually felt sad and fearful because of what was happening to her.
Her rehab stay lasted five days before GH became septic and was
transferred back to the Shadyside ICU. On day three of her ICU stay,
palliative care was consulted for pain and symptoms, and we found
her perseverating and pulling out her NG tube. We treated her
delirium with IV Haldol and talked with the oncology and the
critical care teams about her prognosis. The oncological opinion was
that the patient's lymphoma was treatable as long as she could
recover from her acute illness.
At a family meeting the family reiterated that the patient's goals were
to live as long as she could for the sake of her children. That night
the patient was intubated. A week later she was in multi-organ
system failure, on dialysis, ventilator dependent and
immunocompromised on multiple antibiotics for bacteremia. A
follow-up family meeting was held at which the oncology staff,
critical care and palliative care team members were present; the
family reiterated their goal to continue current efforts.
On day 55 since her fall and diagnosis, GH developed arrhythmias
felt to be due to an infiltrative process affecting her heart. At this
point, GH was awake and wrote to the nurses that she wanted to stop
all treatments. She remained consistent in her wishes, and she was
terminally extubated with her family present. GH died 12 hours later
in the ICU.

Discussion: Diffuse Large B-Cell Lymphoma (DLBCL) is the
most common subtype of non- Hodgkin lymphoma, accounting for
approximately 30% of all newly diagnosed cases and more that 80%
of aggressive lymphomas.

Limited stage disease (Stages I, II and II bulky) is characterized by
contiguous nodal disease on same side of diaphragm and/or single
extra nodal site involvement. Advanced stage disease (Stages III and
IV) includes patients with nodal involvement on both sides of the
diaphragm and spleen involvement and additional non-contiguous
extra lymphatic involvement. The diversity in clinical presentation
and outcome, as well as pathologic and biologic heterogeneity,
suggest that DLBCL comprises several disease entities with variable
prognoses. Gene expression profiling has identified three major
subgroups of DLBCL, termed germinal center B-cell like (GCBDLBCL), activated B-cell like DLBCL (ABC-DLBCL), and primary
mediastinal DLBCL (PM-BCL). Recent studies have shown better
prognosis for the PM-BCL subtype as compared to GCB-DLBCL
and ABC-DLBCL with survival rates 64%, 59% and 30%
respectively.1
Therapeutically, prognosis has changed markedly with the addition
of rituximab, a monoclonal antibody. Adding rituximab to CHOP
(Cyclophosphamide, Doxorubicin, Vincristine, and Prednisone)
improves five-year survival rates to 58% from 45%. Approximately
10% of patients develop late relapse in 10 years, more people die
from unrelated causes and 40% have disease progression. 2
While the adoption of R-CHOP as the new standard of care has led
to improved outcomes for this curable lymphoma, patients whose
lymphoma is not cured by first-line therapy also have newer
chemotherapy regimens which have led to improved outcomes. Fiveyear event free survival rates for patients with relapsed DLBCL are
as low as 23% for patients with high-risk profile (short time to
relapse, high disease burden, multiple chemotherapy regimens) or up
to 59% among patients with chemo sensitive disease.3
Traditionally, the International Prognostic Index (IPI) has been used
to predict prognosis in patients with DLBCL. It is based on the
presence of negative prognostic markers such as Lactate
Dehydrogenase, ECOG >2, age > 60years, Stage III-IV disease,
more than one extra nodal site. Patients with three, four or five risk
factors fall into a poor risk-group category with a long-term chance
of cure of roughly 50%. The IPI cannot identify patients with
survival rate less than 50%.4
GH’s lymphoma was of the aggressive type with extensive atypia
and proliferation on her biopsy (which has been correlated with
presence of adverse genetic markers), Stage IV disease, LDH of
3,675 at the time of diagnosis and extra nodal involvement. Based on
IPI, her risk profile was poor with a prognosis of roughly 50%. Her
genetic profiling information was not available.
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(Discussion Continued)
The problem is the above information focuses on her long prognosis.
In this case, the key question was her ICU prognosis. There is little
data examining the course of DLBCL patients who have received RCHOP and are subsequently in the ICU with multi-system organ
failure. Most of the data mixes patients with solid tumors and
“liquid” tumors. In a study conducted at seven academic, tertiarycare hospitals, overall hospital mortality of ICU patients with cancer
exceeded 40%. The mortality of those requiring mechanical
ventilation was nearly 70%, whereas almost 90% of cancer patients
with poor neurologic function at ICU admission died before hospital
discharge. Even for those patients who survive hospitalization,
prognosis remains grim; approximately 75% of ICU survivors in one
study lived less than three months after discharge.6 The applicability
of this data to our patient is unclear.
Common prognostic indicators such as Acute Physiology Score II,
the Acute Physiology and Chronic Health Score II and the Mortality
Probability Model II are not accurate in cancer patients as they
underestimate mortality. The Cancer Mortality Model, on the other
hand, overestimates mortality. Studies support that the need for
mechanical ventilation, development of invasive fungal infection,
septic shock, renal failure and declining functional status are adverse
prognostic factors.7

Case Conclusion: For GH, the uncertainty in prognostication led
to predictable discussions among the clinicians. Oncologists,
focused on the long-term curability of the cancer; intensivists
focused on the high mortality in cancer patients with MOSF and
poor statistics in cancer overall.5 Both parties’ views are accurate
and reflect the difficulties in prognostication and lack of data. The
family, not surprisingly, was torn between the two different points of
view and focused on the long-term outcomes given the patient’s
children. In taking care of this patient, I struggled with the patient’s
suffering and that the dilemma of the family caught between the two
prognostic views. It was only when GH made it clear that it was time
to stop, and the situation was perceived as hopeless, that the course
of her care shifted.
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