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In this open-label randomized 
trial comparing metformin, 

with or without supplemental insulin, with 
insulin alone, metformin did not increase the 
risk of perinatal complications and was pre-
ferred by a majority of women. 

Rowan JA, Hague WM, Gao W, Battin MR, Moore 
MP, for the MiG Trial Investigators. Metformin versus 
insulin for the treatment of gestational diabetes. 
N Engl J Med. 2008;358:2003–2015.

} EXPERT COMMENTARY
John T. Repke, MD, Professor and Chairman, Department 

of Obstetrics and Gynecology, Penn State University Col-

lege of Medicine, and Obstetrician-Gynecologist-in-Chief, 

Milton S. Hershey Medical Center, Hershey, Pa. Dr. Repke 

serves on the OBG MANAGEMENT Board of Editors. 

Rowan and colleagues add to the data on 
the potential benefi ts of oral hypoglyce-

mic agents, compared with insulin, in man-
aging gestational diabetes. Th e presumption 
was that dietary treatment alone would not 
result in adequate glycemic control. 

In the study, women assigned to metfor-
min were given a starting dosage of 500 mg 
once or twice daily, which was then increased 
to a maximum daily dosage of 2,500 mg. Ac-
cording to the authors, women assigned to 
insulin were prescribed the drug “according 
to usual practice,” although that practice was 
never defi ned. In addition, if adequate glyce-
mic control was not achieved in the metfor-
min group, insulin was added. 

Overall, 363 of the women who received 
metformin completed the study, with 195 
receiving metformin alone and 168 ulti-
mately receiving metformin plus insulin. In 
the other arm, 370 of the women assigned 
to insulin completed the study. Maternal 
baseline characteristics were the same for 
both groups, except that a statistically greater 
number of patients in the metformin group 
had had three or more pregnancy termina-
tions or miscarriages. 

Th e primary outcome of this study was a 
composite of various neonatal outcomes. Of 
the variables analyzed, signifi cant diff erences 
were found only for prematurity (delivery <37 
weeks), which was greater in the metformin 
group, and neonatal hypoglycemia (any blood 
glucose level <28.8 mg/dL), which occurred 
more frequently in the insulin group. 

A variety of secondary outcomes were 
also analyzed, with no meaningful diff er-
ences. Th e authors conclude that metformin 
with or without supplemental insulin is “ef-
fective and safe” for women with gestational 
diabetes. In the next sentence, however, they 
observe that “follow-up data are needed to 
establish long-term safety.”

Metformin for gestational diabetes: Metformin for gestational diabetes: 
As safe and as eff ective as insulin?As safe and as eff ective as insulin?

YES

CONTINUED ON PAGE 20

WHAT THIS EVIDENCE 
MEANS FOR PRACTICE

All the attention to gestational diabetes 
has yet to signifi cantly improve obstetric 
outcomes such as birth injury, C-section, 
or serious short-term neonatal morbid-
ity. Nor is it any surprise that women in 
this study preferred metformin to insu-
lin; most people would prefer a pill to a 
“shot.” However, nearly half of the pill 
group ended up needing a shot anyway. 
 Metformin is pregnancy category B 
and should not be used by nursing 
women. Rowan and colleagues 
acknowledge that long-term safety 
data are insuffi cient to recommend the 
use of oral hypoglycemic agents to 
manage diabetes in pregnancy. 
 This trial was well designed and 
executed, but insulin remains, in my 
opinion, the standard of care. Oral 
hypoglycemic agents just are not 
“ready for prime time” when it comes 
to gestational diabetes. 

›› JOHN T. REPKE, MD

Compared with 
insulin, metformin 
did not increase 
the risk of perinatal 
complications and 
was preferred by 
most women
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In postmenopausal women 
treated for early-stage hor-

mone receptor-positive breast cancer who 
have completed therapy with tamoxifen, 
treatment with the aromatase inhibitors le-
trozole or exemestane increased disease-free 
survival.

Muss HB, Tu D, Ingle JN, et al. Effi  cacy, toxicity, and 
quality of life in older women with early-stage breast 
cancer treated with letrozole or placebo after 5 years 
of tamoxifen: NCIC CTG Intergroup Trial MA.17. 
J Clin Oncol. 2008;26:1956–1964. 

Goss PE, Ingle JN, Pater JL, et al. Late extended adju-
vant treatment with letrozole improves outcome in 
women with early-stage breast cancer who complete 
5 years of tamoxifen. J Clin Oncol. 2008;26:1948–
1955. 

Mamounas EP, Jeong J-H, Wickerham DL, et al. Ben-
efi ts from exemestane as extended adjuvant therapy 
after 5 years of adjuvant tamoxifen: intention to 
treat analysis of the National Surgical Adjuvant 
Breast and Bowel Project B-33 Trial. J Clin Oncol. 
2008;26:1965–1971.

} EXPERT COMMENTARY
Andrew M. Kaunitz, MD, Professor and Associate 

Chairman, Department of Obstetrics and Gynecology, 

University of Florida College of Medicine, Jacksonville, 

Fla. Dr. Kaunitz serves on the OBG MANAGEMENT Board 

of Editors.

Survival clearly improves in postmeno-
pausal women with early-stage receptor-

positive breast cancer who take tamoxifen or 
an aromatase inhibitor for 5 years after treat-
ment. Th e risk of recurrence remains height-
ened, however, for many years after adjuvant 
endocrine therapy ends. Th ese three studies 
explore the eff ects of extended hormonal 
adjuvant therapy in women who have com-
pleted tamoxifen therapy. 

Canadian trial focused on letrozole
In the fi rst trial, known as MA.17 and spon-
sored by the National Cancer Institute of 
Canada, more than 5,000 women who had 

Do aromatase inhibitors extend Do aromatase inhibitors extend 
disease-free survival after tamoxifen disease-free survival after tamoxifen 
therapy in breast cancer survivors? therapy in breast cancer survivors? 

YES

How do you code when using letrozole as adjuvant breast Ca therapy?

At the moment, there is no adequate way to capture data 
on the many women who receive long-term pharmacother-
apy to prevent a recurrence of estrogen receptor-positive 
breast cancer: The recommended code, V58.69 (long-term 
[current] use of other medications), does not help you 
identify the type of treatment.
 That dilemma will be resolved on October 1, however, 
when three new codes are added:
}  V07.51 Prophylactic use of selective estrogen-receptor 

modulators (SERMs)
} V07.52 Prophylactic use of inhibitors
}  V07.59 Prophylactic use of agents affecting estrogen 

receptors and estrogen levels.

When using the new codes, you should report a secondary 
code that identifi es the patient’s:
} status as estrogen receptor-positive (V86.0)

} family history of breast cancer, if any (V16.3)
}  genetic susceptibility to cancer (V84.01–V84.09)
}  personal history of breast cancer (V10.3)
} postmenopausal status (V49.81).

In addition, the new V07.5 series of codes may also be 
used with neoplasm codes if the patient is still in active 
treatment for cancer.
 An “includes” note with each of these codes indicates 
the most typical drugs that would be reported. For exam-
ple: SERMs include raloxifene, tamoxifen, and toremifene; 
aromatase inhibitors include anastrozole, exemestane,
and letrozole; and drugs that act on estrogen receptors 
and estrogen levels include such estrogen-receptor down-
regulators as fulvestrant, gonadotropin-releasing hor-
mones, the agonist goserelin, leuprolide, and megestrol.

CONTINUED ON PAGE 23

›› MELANIE WITT, RN, CPC-OGS, MS
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taken tamoxifen for 5 years were randomized 
to letrozole or placebo. At a median follow-
up of 30 months, letrozole signifi cantly in-
creased disease-free survival. 

Th is study analyzed the risks and ben-
efi ts of letrozole by age group:
 • younger than 60 years
 • 60 to 69 years
 • 70 years and older.

After 4 years of letrozole, disease-free 
survival increased to a similar degree in all 
groups, but achieved statistical signifi cance 
in the youngest group. 

Compared with placebo, the youngest 
women experienced a lower incidence of vag-
inal bleeding and a greater incidence of ar-
thralgias. Women in the 60-to-69-year group 
experienced more insomnia, hot fl ushes, ar-
thralgias, and alopecia. In contrast, women 
70 years or older had a side eff ect profi le that 
was similar to that of the placebo group. 

Both treated women and those random-
ized to placebo had a similar rate of diagno-
sis of new osteoporosis or fracture. One rea-
son for this fi nding may be enhanced bone 
density from the 5 years of tamoxifen that 
preceded letrozole.

Letrozole is effective even long after 
tamoxifen therapy has ended
Th e study by Goss and colleagues explored 
the use of letrozole among women originally 
assigned to the placebo group in the MA.17 
trial. After that trial was unblinded, roughly 
66% of placebo-assigned women opted for 
open-label use of letrozole. Th e median time 
since completion of 5 years of tamoxifen 
therapy among these women was 2.8 years. 

Although women who chose not to take 
letrozole had a lower baseline risk of disease 
recurrence, women who did choose letrozole 
had greater disease-free survival at a medi-
an follow-up of 5.3 years (hazard ratio, 0.39; 
P=.004), demonstrating that letrozole is ef-
fective even when it is not initiated for sever-
al years after discontinuation of tamoxifen.

Exemestane also improved survival
Th e National Surgical Adjuvant Breast and 
Bowel Project (NSABP), funded by the US 

WHAT THIS EVIDENCE 
MEANS FOR PRACTICE

Overall, these three studies demonstrate 
that the extension of adjuvant endocrine 
therapy beyond the initial 5 years 
(in tamoxifen users) improves disease-
free survival without impairing quality 
of life or causing major toxicity. Younger 
postmenopausal women are more 
likely than older women to experience 
menopausal symptoms when taking an 
aromatase inhibitor.
 To prevent fractures, assess bone 
mineral density at baseline and prescribe 
bisphosphonates when necessary.
 The good news? Aromatase inhibitors 
are easily tolerated in most women. 
Signifi cant arthralgias or other bother-
some side effects in some subgroups, 
however, may make it necessary to 
weigh the benefi ts of aromatase inhibitors 
against quality of life.

National Cancer Institute, randomized 
postmenopausal women to exemestane or 
placebo. All women had receptor-positive 
breast cancer and had taken tamoxifen for 
5 years. When the MA.17 trial was unblind-
ed, accrual to the NSABP was halted, and 
all women randomized to placebo were of-
fered exemestane. At a median follow-up of 
30 months, disease-free survival improved 
marginally (P=.07) in the 560 women origi-
nally assigned to exemestane, compared 
with the 344 women originally randomized 
to placebo.

An editorial accompanying these stud-
ies describes trials still under way to assess 
the benefi ts and risks of aromatase inhibitors 
beyond 5 years of therapy.1 Th e fi ndings of 
those trials will help determine whether ex-
tended use is benefi cial. 
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In women who 
had early-stage, 
hormone-receptor-
positive breast 
cancer and who 
had taken tamoxifen 
for 5 years, an 
aromatase inhibitor 
increased disease-
free survival
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