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Background: Although many observers believe that cancer che-
motherapy is overused at the end of life, there are no published
data on this.

Objective: To determine the frequency and duration of chemo-
therapy use in the last 6 months of life stratified by type of
cancer, age, and sex.

Design: Retrospective cohort analysis.

Setting: Administrative databases from Massachusetts and Cali-
fornia.

Patients: All Medicare patients who died of cancer in Massachu-
setts and 5% of Medicare cancer decedents in California in 1996.

Measurements: Use of intravenous chemotherapy agents, che-
motherapy administration, or medical evaluation for chemotherapy
from Medicare billing data for each patient in 30-day periods from
the date of death backward.

Results: In Massachusetts, 33% of cancer decedents older than
65 years of age received chemotherapy in the last 6 months of
life, 23% in the last 3 months, and 9% in the last month. In
California, the percentages were 26%, 20%, and 9%, respec-
tively. Chemotherapy use greatly declined with age. Chemother-
apy use was similar for patients with breast, colon, and ovarian
cancer and those with cancer generally considered unresponsive to
chemotherapy, such as pancreatic, hepatocellular, or renal-cell
cancer or melanoma. Patients with types of cancer that are unre-
sponsive to chemotherapy had shorter duration of chemotherapy
use.

Conclusion: Among patients who died of cancer, chemotherapy
was used frequently in the last 3 months of life. The cancer's
responsiveness to chemotherapy does not seem to influence
whether dying patients receive chemotherapy at the end of life.
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Many people are concerned that patients dying of can-
cer are frequently overtreated with chemotherapy
(1-3). Indeed, some critics contend that oncologists prey
on their patients’ vulnerability, imply that chemotherapy is
the vehicle of hope, and press patients to try it before recon-
ciling themselves to death (4). As one managed care executive
claimed: “My case managers are coming to me and saying that
about half my patients are dying within 2 weeks of their last
chemotherapy course. So where was the oncologist saying, ‘it’s
time for palliative care?’ . . . Instead [patients] continue to
get treated, and treated, and treated (5).”

Oncologists respond that they use chemotherapy pru-
dently only when it is likely to extend life or relieve symp-
toms and that it is terminally ill patients and their families
who demand treatment.

Although there are some data on treatment of patients
with metastatic cancer, data on how frequently patients
with cancer receive chemotherapy in the months before
death are lacking (6). Furthermore, there are no data on
whether chemotherapy is used appropriately for cancer that
responds to chemotherapy or for cancer for which chemo-
therapy is proven to relieve symptoms but not cancer un-
responsive to chemotherapy. To provide such data, we ex-
amined the use of chemotherapy among Massachusetts and
California Medicare beneficiaries who died of cancer.

METHODS
Data Sources

We obtained Medicare denominator (Medicare Pro-
vider Analysis and Review), outpatient, and carrier files
from the Centers for Medicare & Medicaid Services
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(CMS); death certificate information from Massachusetts;
and a random 5% sample of Medicare beneficiaries in Cal-
ifornia.

Identifying the Study Sample

We studied fully entitled, fee-for-service Medicare
beneficiaries in Massachusetts and California who died in
1996, were at least 66 years of age at death, and were not
enrolled in Medicare’s End Stage Renal Disease program.
We merged CMS’s denominator files with each state’s
1996 death certificate files and selected decedents whose
underlying cause of death was cancer. Among 42 452 de-
cedents in Massachusetts, 7919 died of cancer and met all
other eligibility criteria. In California, Medicare’s 5% re-
search sample encompassed 4715 decedents, including 956
study-eligible cancer decedents.

Identifying Chemotherapy Use

Chemotherapy was identified from claims in the inpa-
tient, outpatient, or carrier Medicare files. Identifying
codes were intravenous chemotherapy agents (Healthcare
Common Procedure Coding System [HCPCS] codes
964xx, 965xx, and J9000 to 9999); chemotherapy admin-
istration (International Classification of Diseases, Ninth
Revision [ICD-9], code 99.25, HCPCS codes Q0083 to
Q0085); and medical evaluation for chemotherapy (ICD-9
codes V58.1, V66.2, and V67.2). Thus, we captured both
hospital- and non—hospital-based chemotherapy adminis-
tration, but could not capture (nonreimbursed) oral che-
motherapeutic agents. We identified chemotherapy use for
decedents in the six 30-day periods preceding death.
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Context

Some worry that physicians prescribe chemotherapy for
patients with cancer at the end of life even when treat-
ment is unlikely to prolong life or palliate symptoms.

Contribution

Among the study sample of Medicare beneficiaries who
died of cancer in 1996, the proportions that received che-
motherapy were about 30%, 20%, and 10% in the last 6,
3, and 1 months of life. Chemotherapy use was similar for
types of cancer that usually respond to chemotherapy and
those that do not.

Implications

During the last 6 months of life, many Medicare beneficia-
ries with cancer receive chemotherapy, regardless of the
type of cancer they have. Unfortunately, this study does
not tell us why.

—The Editors

Statistical Analysis

Results are stated as percentages or means and stan-
dard deviations within groups with a reported denomina-
tor. Differences discussed are all statistically significant at a
P value less than 0.05. Similarity statements are subjective
assessments regarding clinical importance of magnitudes,
not statistical tests. Statistical analyses were conducted by
using SAS software, version 6.12 (SAS Institute, Inc., Cary,
North Carolina).

Role of the Funding Source

This project was funded by the Department of Clini-
cal Bioethics, Clinical Center, and National Institute of
Aging, National Institutes of Health, which have no finan-
cial or other interests in the outcome. One author from the
Department of Clinical Bioethics contributed to study de-
sign, conduct, and reporting.

REsuLTS
Frequency of Chemotherapy in the Last Months of Life

In 1996, 33% of Medicare cancer decedents in Mas-
sachusetts received chemotherapy in the last 6 months of
life, 23% in the last 3 months of life, and 9% in the last
month of life (Table 1). In California, the percentages
were 26%, 20%, and 9%, respectively. Although chemo-
therapy use during the last 6 and 3 months is more com-
mon in Massachusetts than in California (33% vs. 26%
[P < 0.001]; 23% vs. 20% [P = 0.036], respectively), che-
motherapy use in the last month of life is similar for the
two states (9% vs. 9%; P> 0.2).

Table 1 shows the proportion of patients with each
type of cancer who received chemotherapy in the last
months of life. Patients who died of hematologic malig-
nant conditions received chemotherapy most frequently. In
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both states, patients with breast, colon, or ovarian cancer,
which tend to be more responsive to chemotherapy, re-
ceived chemotherapy about as often as patients with less
responsive tumors, such as pancreatic, hepatocellular, or
renal-cell cancer or melanoma. None of the patients dying
of melanoma or renal-cell cancer in Massachusetts received
interferon-« in the last 3 months of life.

In both states, chemotherapy use decreases signifi-
cantly with increasing age (Table 1). The use of chemo-
therapy is two to three times greater for Massachusetts
patients 65 to 74 years of age than for patients 85 years of
age and older and more than four times higher for the
youngest versus oldest age groups in California (Massachu-
setts: 44% [65 to 74 years of age], 31% [75 to 84 years of
age], 16% [=85 years of age] [P < 0.001 for trend]; Cal-
ifornia: 39% [65 to 74 years of age], 25% [75 to 84 years
of age], 8% [=85 years of age] [P << 0.001 for trend]).
This decrease in chemotherapy use by age was seen across
cancer types and for both men and women (Appendix
Table, available at www.annals.org).

Duration of Chemotherapy in the Last Months of Life
Among Massachusetts patients receiving chemother-
apy in the last 6 months of life, 41% received no more
than 1 month of chemotherapy, 36% received 1 to 3
months of chemotherapy, and 23% received more than 3
months of chemotherapy (Table 2). Mean duration of che-
motherapy use was somewhat shorter for men than women
(2.2 months for men vs. 2.5 months for women; P =
0.003), and decreased significantly with age (2.5 months
for patients 65 to 74 years of age, 2.3 months for patients
75 to 84 years of age, and 1.9 months for patients =85
years of age; P << 0.001 for trend). Only about one third of
patients with breast, colon, or ovarian cancer received che-
motherapy for 1 month or less; in contrast, half or more of
patients with pancreatic, hepatocellular, or renal-cell cancer
or melanoma received chemotherapy for 1 month or less

(Table 2).

DiscussioN

This study examined chemotherapy use for Medicare
cancer decedents in Massachusetts and California in their
final months of life. Overall, more than one quarter of
patients received chemotherapy in the last 6 months of life
and more than 20% received chemotherapy in the last 3
months of life. Furthermore, because of the significantly
greater use of chemotherapy in the last months of life at
younger ages, chemotherapy use is likely to be even higher
among all cancer decedents. Nevertheless, these data sug-
gest that the claim that half of patients dying of cancer
received chemotherapy within the last few weeks of life is
exaggerated (5). Even among patients with hematologic
malignant conditions, fewer than 20% received chemo-
therapy in their last month of life.

Patients with pancreatic, hepatocellular, or renal-cell
cancer or melanoma, which tend to be unresponsive to
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Table 1. Characteristics of Cancer Decedents in Massachusetts and California by Receipt of Chemotherapy in the Last 6 Months

of Life
Characteristic Patients in Massachusetts Patients in California
Patients Receiving Receiving Receiving Patients  Receiving Receiving Receiving
Chemotherapy = Chemotherapy =~ Chemotherapy Chemotherapy = Chemotherapy = Chemotherapy
in the Last 6 in the Last 3 in the Last in the Last 6 in the Last 3 in the Last
Months of Life  Months of Life  Month of Life Months of Life  Months of Life  Month of Life
(n = 2625) (n = 1854) (n=715) (n = 253) (n=191) (n = 85)
n % n %
Men 3863 35 22 10 437 30 24 1
Women 4056 31 26 8 519 23 1
Age
65-74y 2926 44* 32 12 323 39* 31 12
75-84 y 3392 31* 22 8 444 25* 18 9
=85y 1601 16* 11 5 189 8* 6 3
All types of cancer 7919 33t 23% 9§ 956 26t 20% 9§
Breast 612 32 22 8 73 27 19 7
Colon 846 32 23 7 79 18 9 1
Ovarian 169 47 30 7 23 43 39 22
Pancreas 408 33 25 8 52 27 23 8
Hepatocellular and gall bladder 231 29 20 8 26 19 19 12
Renal cell 147 29 22 7 15 13 13 7
Melanoma 84 30 21 10 15 33 20 7
Lung 2003 28 19 7 280 23 17 8
Prostate 602 39 28 10 83 37 27 1
Hematologic|| 760 51 42 19 112 36 29 14
Other 2057 30 20 9 198 2 19 9

* Test for trend, P < 0.001.

1 Massachusetts and California comparison rate, 2 < 0.001.
¥ Massachusetts and California comparison rate, P = 0.036.
§ Massachusetts and California comparison rate, 2 > 0.2.

| Includes all acute and chronic leukemias, non-Hodgkin lymphomas, and Hodgkin disease but excludes multiple myeloma.

chemotherapy, were just as likely to receive chemotherapy
in the last 6 months of life as patients with breast, colon, or
ovarian cancer, which tend to be responsive to chemother-
apy (7, 8). However, decedents with cancer unresponsive
to chemotherapy were somewhat more likely to have only a
short course of therapy. These findings suggest some selec-
tivity in chemotherapy use at the end of life on the basis of
the cancer’s responsiveness to chemotherapy. It is possible
that after one therapy cycle, many patients and oncologists
are convinced by ineffectiveness or the side effects to stop
treatment for cancer unresponsive to chemotherapy. Nev-
ertheless, many patients receiving chemotherapy for unre-
sponsive cancer, such as pancreatic and hepatocellular can-
cer, received chemotherapy during 4 or more of the final 6
months of life. Although phase II data showing greater
than 20% tumor responsiveness to chemotherapy can be
cited for almost any cancer, “most studies to date with
single-agent or combination chemotherapy have shown lit-
tle impact on quality of life or survival” of the tumors
typically classified as unresponsive (7, 8).

Many reasons may explain chemotherapy use at the
end of life. Desperate patients and families may demand a
“trial” to see whether chemotherapy might shrink the tu-
mor; indeed, patients with cancer are often willing to en-
dure substantial side effects for small prolongations in life
(9, 10). Lacking an established relationship and confront-
ing an emotionally distraught patient and family, oncolo-
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gists may provide one cycle of chemotherapy while the
patient and family adjust to the diagnosis and prognosis.
More than half of the patients receiving chemotherapy for
unresponsive cancer received 1 month of chemotherapy or
less, which supports this explanation.

Another potential explanation is that chemotherapy
may improve quality of life and palliate symptoms (11,
12). Some data demonstrate the palliative effect of chemo-
therapy for advanced lung, colon, and other types of cancer
(13-17). That palliative effects can occur without objective
tumor responses suggests that they may be related to pa-
tient expectations (18). The intention to palliate symptoms
is a valid use of chemotherapy at the end of life.

Other reasons for the use of chemotherapy at the end
of life might include uncertain prognosis, uncertain re-
sponsiveness of the cancer to chemotherapy, and use of
experimental chemotherapies. While the exact date of
death cannot be predicted, advanced cancer (unlike the
terminal phases of chronic obstructive pulmonary disease
or heart failure) tends to have monotonic, unremitting de-
cline to death despite interventions (19). Typically, within
the last three months of life oncologists can predict with
reasonable certainty that the patient will die shortly, re-
gardless of treatment. Finally, although some patients may
be receiving experimental chemotherapy, this is rare among
Medicare beneficiaries, who are frequently ineligible be-
cause of age and comorbid conditions.
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The relatively high use of chemotherapy shown by our
data contrasts with documented underuse of chemotherapy
proven to prolong survival. For instance, only 55% of
Medicare beneficiaries received adjuvant chemotherapy for
stage III colon cancer (20). Indeed, among 85-year-old
patients, the use of chemotherapy for stage III colon cancer
is 11%, comparable to chemotherapy use in the final 3
months of life for 85-year-old patients with colon, pancre-
atic, or hepatocellular cancer (11%, 12%, and 15% respec-
tively [Appendix Table]).

Although the absolute use of chemotherapy at the end
of life differs somewhat between California and Massachu-
setts, the patterns of use are similar. These findings should
be confirmed in national data.

This study has substantial limitations. First, the Cali-
fornia data, while a random sample, contain few cases with
specific tumor types. Second, the data may not be gener-
alizable. Chemotherapy use among dying patients younger
than 65 years of age might be different. However, the
strong trend toward greater use of chemotherapy with de-
creasing age in patients older than 65 years of age suggests
these data might actually underestimate chemotherapy use.
Third, our study excluded patients enrolled in managed
care plans, where chemotherapy use might differ. Fourth,
we have no data on oral chemotherapy use, which could
only increase the proportion of patients receiving chemo-
therapy at the end of life. Fifth, death certificates may be
insensitive, albeit specific, for identifying cancer as the un-
derlying cause of death. Finally, we have not examined
other important factors, such as stage of disease, condi-
tions, or functional status, that might explain differences

between patients receiving and not receiving chemother-
apy. Even the CMS-Surveillance, Epidemiology, and End
Results linked data would not provide the relevant clinical
data since its data on chemotherapy use are not reliable and
do not provide clinical descriptions of patients in the last
months of life.

There are no data about whether chemotherapy is used
appropriately in patients near the end of life. This study
found that one third of Medicare beneficiaries who died of
cancer received chemotherapy in their last 6 months of life
with essentially no difference in the prevalence of use be-
tween persons with cancer responsive to chemotherapy and
cancer unresponsive to chemotherapy. Chemotherapy use
in the final months of life deserves further study.
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Table 2. Massachusetts Cancer Decedents Receiving Chemotherapy in the Last 6 Months of Life and Duration of Chemotherapy

Characteristic Patients =1 Month >1 to 3 Months >3 Months Mean Duration of
Chemotherapy
+SD

n % mo

Men 1361 38 36 26 2.2 = 1.4%

Women 1264 45 36 19 25+ 1.6%

Age
65-74y 1305 35 39 26 25+ 1.5t
75-84 y 1060 44 35 21 2.3 *1.5%
=85y 260 59 28 13 1.9 £ 1.3%

All types of cancer 2625 41 36 23 2415
Breast 198 32 39 29 2.6 = 1.5%
Colon 274 35 41 24 25 * 158
Ovarian 80 29 39 32 28+ 1.6
Pancreas 136 49 34 17 2.1+ 1.4%
Hepatocellular and gall bladder 66 59 21 20 2.1+ 1.58
Renal cell 43 51 37 12 20x13
Melanoma 25 56 36 8 1.8 +1.2
Lung 567 45 39 16 22*14
Prostate 236 30 31 39 3.0+x17
Hematologic|| 390 32 39 29 27+16
Other 610 50 33 13 21+1.4

* P =0.003.

1 P < 0.001; trend for men, P = 0.003; trend for women, P < 0.001.

¥ Breast vs. pancreatic cancer comparison, P << 0.001.

§ Colon vs. hepatocellular and gall bladder cancer comparison, P = 0.013.

| Includes all acute and chronic leukemias, non-Hodgkin lymphomas, and Hodgkin disease but excludes multiple myeloma.

64215 April 2003 | Annals of Internal Medicine | Volume 138 ¢ Number 8 www.annals.org



Chemotherapy Use among Medicare Beneficiaries at the End of Life BRIEF COMMUNICATION

Potential Financial Conflicts of Interest: None disclosed.

Requests for Single Reprints: Ezekiel J. Emanuel, MD, PhD, Depart-
ment of Clinical Bioethics, Warren G. Magnuson Clinical Center, Na-
tional Institutes of Health, Building 10, Room 1C118, Bethesda, MD
20892-1156.

Current author addresses and author contributions are available at www
.annals.org.

References

1. Annas GJ. The changing landscape of human experimentation: Nuremberg,
Helsinki, and beyond. Health Matrix Clevel. 1992;2:119-40. [PMID:
10124870]

2. Sontag S. Illness as Metaphor. New York: Farrar, Strauss, and Giroux; 1978.
3. McKhann CF. A Time to Die. New Haven: Yale Univ Pr; 1999:1-43.

4. Miller M. Phase I cancer trials. A collusion of misunderstanding. Hastings
Cent Rep. 2000;30:34-43. [PMID: 10971892]

5. Insurers are eliminating markup on cancer drugs, official say. Cancer Econom-
ics. March 1997:1-3.

6. Earle CC, Venditti LN, Neumann PJ, Gelber RD, Weinstein MC, Potosky
AL, et al. Who gets chemotherapy for metastatic lung cancer? Chest. 2000;117:
1239-46. [PMID: 10807806]

7. DeVita WT, Hellman S, Rosenberg SA, eds. Cancer: Principles and Practices
of Oncology. 6th ed. Philadelphia: Lippincott Williams & Wilkins; 2001:1126-
203, 1262-95.

8. Abeloff DM, Armitage JO, Lichter AS, Niederhuber JE, eds. Clinical On-
cology. 2nd ed. New York: Churchill Livingstone; 2000:1681-799.

9. Slevin ML, Stubbs L, Plant HJ, Wilson P, Gregory WM, Armes PJ, et al.

Attitudes to chemotherapy: comparing views of patients with cancer with those of

doctors, nurses, and general public. BM]. 1990;300:1458-60. [PMID: 2379006]
10. Yellen SB, Cella DF. Someone to live for: social well-being, parenthood

www.annals.org

status, and decision-making in oncology. J Clin Oncol. 1995;13:1255-64.
[PMID: 7738630]

11. Gough IR, Furnival CM, Burnett W. Patient attitudes to chemotherapy for
advanced gastro-intestinal cancer. Clin Oncol. 1981;7:5-11. [PMID: 7214764]
12. Ellis PA, Smith IE, Hardy JR, Nicolson MC, Talbot DC, Ashley SE, et al.
Symptom relief with MVP (mitomycin C, vinblastine and cisplatin) chemother-
apy in advanced non-small-cell lung cancer. Br ] Cancer. 1995;71:366-70.
[PMID: 7530988]

13. Cullen MH, Billingham L], Woodroffe CM, Chetiyawardana AD, Gower
NH, Joshi R, et al. Mitomycin, ifosfamide, and cisplatin in unresectable non-
small-cell lung cancer: effects on survival and quality of life. J Clin Oncol. 1999;
17:3188-94. [PMID: 10506617]

14. Cullen M. ‘Best supportive care’ has had its day. Lancet Oncol. 2001;2:
173-5. [PMID: 11902569]

15. Cunningham D, Pyrhénen S, James RD, Punt CJ, Hickish TF, Heikkila R,
et al. Randomised trial of irinotecan plus supportive care versus supportive care
alone after fluorouracil failure for patients with metastatic colorectal cancer. Lan-
cet. 1998;352:1413-8. [PMID: 9807987]

16. Doyle C, Crump M, Pintilie M, Oza AM. Does palliative chemotherapy
palliate? Evaluation of expectations, outcomes, and costs in women receiving
chemotherapy for advanced ovarian cancer. ] Clin Oncol. 2001;19:1266-74.
[PMID: 11230467]

17. Burris HA 3rd, Moore M], Andersen J, Green MR, Rothenberg ML,
Modiano MR, et al. Improvements in survival and clinical benefit with gemcit-
abine as first-line therapy for patients with advanced pancreas cancer: a random-
ized trial. J Clin Oncol. 1997;15:2403-13. [PMID: 9196156]

18. Wan GJ, Counte MA, Cella DF. The influence of personal expectations on
cancer patients’ reports of health-related quality of life. Psychooncology. 1997;6:
1-11. [PMID: 9126711]

19. Field MJ, Cassel CK, eds. Approaching Death: Improving Care at the End of
Life. Washington, DC: National Academy Pr; 1997:12-32.

20. Schrag D, Cramer LD, Bach PB, Begg CB. Age and adjuvant chemotherapy
use after surgery for stage III colon cancer. ] Natl Cancer Inst. 2001;93:850-7.
[PMID: 11390534]

15 April 2003 | Annals of Internal Medicine | Volume 138 « Number 8 |643



Current Author Addresses: Dr. Emanuel: Department of Clinical Bio-
ethics, Warren G. Magnuson Clinical Center, National Institutes of
Health, Building 10, Room 1C118, Bethesda, MD 20892-1156.

Mr. Young-Xu: Harvard University, School of Public Health, 677 Hun-
tington Avenue, Boston, MA 02115.

Dr. Levinsky: Boston University Medical Center, 715 Albany Street,
Boston, MA 02118.

Dr. Gazelle: Harvard Vanguard Medical Association, 133 Brookline Av-
enue, Boston, MA 02215.

Ms. Saynina: National Bureau of Economic Research, 30 Alta Road,
Stanford, CA 94305.

Dr. Ash: Boston University School of Medicine, 720 Harrison Avenue,
#1108, Boston, MA 02118.

Author Contributions: Conception and design: E.J. Emanuel, G. Ga-
zelle, A.S. Ash.

Analysis and interpretation of data: E.J. Emanuel, Y. Young-Xu, N.G.
Levinsky, G. Gazelle, O. Saynina, A.S. Ash.

Drafting of the article: E.J. Emanuel, Y. Young-Xu, N.G. Levinsky, G.
Gazelle, A.S. Ash.

Critical revision of the article for important intellectual content: E.J.
Emanuel, Y. Young-Xu, N.G. Levinsky, G. Gazelle, A.S. Ash.

Final approval of the article: E.J. Emanuel, Y. Young-Xu, N.G. Levinsky,
G. Gazelle, A.S. Ash.

Statistical expertise: A.S. Ash.

Obrtaining of funding: E.J. Emanuel.

Collection and assembly of data: Y. Young-Xu.

E-644 |

Annals of Internal Medicine [ Volume ¢ Number

Appendix Table. Massachusetts Cancer Decedents Receiving
Chemotherapy in the Last 3 Months of Life, by Cancer Type
and Age

Type Patients Patients, Patients, Patients,
Age 65-74y Age75-84y Age =85y
(n=2926) (n=23392) (n=1601)
n %
All types of cancer 1854 32 22 11
Breast 135 38 19 7
Colon 191 33 23 11
Ovarian 51 43 22 17
Pancreas 101 33 24 12
Hepatocellular and
gall bladder 47 23 21 15
Renal cell 33 36 15 10
Melanoma 18 27 19 13
Lung 371 28 12 6
Prostate 170 32 34 1
Hematologic* 321 54 44 17
Other 416 26 20 11

* Includes all acute and chronic leukemias, non-Hodgkin lymphomas, and
Hodgkin disease but excludes multiple myeloma.
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