
Contraindications
t�3FOBM�JNQBJSNFOU�	F�H��TFSVN�DSFBUJOJOF�MFWFMT�ô����NH�E-�GPS�
NFO�ô����NH�E-�GPS�XPNFO�PS�BCOPSNBM�DSFBUJOJOF�DMFBSBODF


t�)ZQFSTFOTJUJWJUZ�UP�NFUGPSNJO�IZESPDIMPSJEF
t�"DVUF�PS�DISPOJD�NFUBCPMJD�BDJEPTJT�JODMVEJOH�EJBCFUJD�LFUPBDJEPTJT
t�,0.#*(-:;&�93�TIPVME�CF�UFNQPSBSJMZ�EJTDPOUJOVFE�JO�QBUJFOUT�
VOEFSHPJOH�SBEJPMPHJD�TUVEJFT�JOWPMWJOH�JOUSBWBTDVMBS�BENJOJTUSBUJPO
PG�JPEJOBUFE�DPOUSBTU�NBUFSJBMT�CFDBVTF�VTF�PG�TVDI�QSPEVDUT�NBZ�
SFTVMU�JO�BDVUF�BMUFSBUJPO�PG�SFOBM�GVODUJPO�

WARNING: LACTIC ACIDOSIS

Lactic acidosis is a rare, but serious, complication that can
occur due to metformin accumulation. The risk increases
with conditions such as sepsis, dehydration, excess alcohol
intake, hepatic impairment, renal impairment, and acute
congestive heart failure.

The onset of lactic acidosis is often subtle, accompanied
only by nonspecific symptoms such as malaise, myalgias,
respiratory distress, increasing somnolence, and
nonspecific abdominal distress.

Laboratory abnormalities include low pH, increased anion
gap, and elevated blood lactate.

If acidosis is suspected, KOMBIGLYZE XR should be
discontinued and the patient hospitalized immediately.

[See Warnings and Precautions]

Please see adjacent Brief Summary of US Full Prescribing Information
including Boxed WARNING about lactic acidosis.

Indication and Important Limitations of Use
,0.#*(-:;&�93�JT�JOEJDBUFE�BT�BO�BEKVODU�UP�EJFU�BOE�FYFSDJTF�
UP�JNQSPWF�HMZDFNJD�DPOUSPM�JO�BEVMUT�XJUI�UZQF���EJBCFUFT�NFMMJUVT�
XIFO�USFBUNFOU�XJUI�CPUI�TBYBHMJQUJO�BOE�NFUGPSNJO�JT�BQQSPQSJBUF�

,0.#*(-:;&�93�TIPVME�OPU�CF�VTFE�GPS�UIF�USFBUNFOU�PG�
UZQF���EJBCFUFT�NFMMJUVT�PS�EJBCFUJD�LFUPBDJEPTJT�

,0.#*(-:;&�93�IBT�OPU�CFFO�TUVEJFE�JO�DPNCJOBUJPO�
XJUI�JOTVMJO�

Important Safety Information 

(FOFSBMMZ�UBLFO�PODF�EBJMZ�XJUI�FWFOJOH�NFBM��HSBEVBMMZ�UJUSBUF�EPTF�UP�SFEVDF�(*�TJEF�FGGFDUT�BTTPDJBUFE�XJUI�
NFUGPSNJO��.BYJNVN�EBJMZ�SFDPNNFOEFE�EPTF�JT���NH�TBYBHMJQUJO�BOE������NH�NFUGPSNJO�93�UIBU�DBO�CF�
UBLFO�BT�UXP�����NH������NH�UBCMFUT�PODF�B�EBZ�

�TBYBHMJQUJO

5IF�åSTU�BOE�POMZ�PODF�B�EBZ�
NFUGPSNJO�93���%11���JOIJCJUPS* DPNCJOBUJPO�UBCMFU�

Warnings and Precautions
t�5IF�SFQPSUFE�JODJEFODF�PG�MBDUJD�BDJEPTJT�JO�QBUJFOUT�SFDFJWJOH
NFUGPSNJO�JT�WFSZ�MPX�	BQQSPYJNBUFMZ������DBTFT������
QBUJFOU�ZFBST
��8IFO�JU�PDDVST�JU�JT�GBUBM�JO�BQQSPYJNBUFMZ�����
PG�DBTFT��3FQPSUFE�DBTFT�PG�MBDUJD�BDJEPTJT�IBWF�PDDVSSFE�QSJNBSJMZ�
JO�EJBCFUJD�QBUJFOUT�XJUI�TJHOJåDBOU�SFOBM�JOTVGåDJFODZ�

t�1BUJFOUT�XJUI�DPOHFTUJWF�IFBSU�GBJMVSF�SFRVJSJOH�QIBSNBDPMPHJD�
NBOBHFNFOU�JO�QBSUJDVMBS�UIPTF�XJUI�VOTUBCMF�PS�BDVUF�DPOHFTUJWF�
IFBSU�GBJMVSF�XIP�BSF�BU�SJTL�PG�IZQPQFSGVTJPO�BOE�IZQPYFNJB�
BSF�BU�JODSFBTFE�SJTL�PG�MBDUJD�BDJEPTJT��

t�-BDUJD�BDJEPTJT�SJTL�JODSFBTFT�XJUI�UIF�EFHSFF�PG�SFOBM�EZTGVODUJPO�
BOE�QBUJFOU�BHF��5IF�SJTL�NBZ�CF�TJHOJåDBOUMZ�EFDSFBTFE�CZ�VTF�PG�
NJOJNVN�FGGFDUJWF�EPTF�PG�NFUGPSNJO�BOE�SFHVMBS�NPOJUPSJOH�PG�
SFOBM�GVODUJPO��$BSFGVM�SFOBM�NPOJUPSJOH�JT�QBSUJDVMBSMZ�JNQPSUBOU�JO�
UIF�FMEFSMZ��,0.#*(-:;&�93�TIPVME�OPU�CF�JOJUJBUFE�JO�QBUJFOUT�
ô���ZFBST�PG�BHF�VOMFTT�NFBTVSFNFOU�PG�DSFBUJOJOF�DMFBSBODF�
EFNPOTUSBUFT�UIBU�SFOBM�GVODUJPO�JT�OPU�SFEVDFE�

t�8JUIIPME�,0.#*(-:;&�93�JO�UIF�QSFTFODF�PG�BOZ�DPOEJUJPO�
BTTPDJBUFE�XJUI�IZQPYFNJB�EFIZESBUJPO�PS�TFQTJT�

t�#FGPSF�JOJUJBUJPO�PG�,0.#*(-:;&�93�BOE�BU�MFBTU�BOOVBMMZ�
UIFSFBGUFS�SFOBM�GVODUJPO�TIPVME�CF�BTTFTTFE�BOE�WFSJåFE�BT�OPSNBM�

t�,0.#*(-:;&�93�JT�OPU�SFDPNNFOEFE�JO�QBUJFOUT�XJUI�IFQBUJD�
JNQBJSNFOU�

t�.FUGPSNJO�NBZ�MPXFS�WJUBNJO�#���MFWFMT��.FBTVSF�IFNBUPMPHJDBM�
QBSBNFUFST�BOOVBMMZ�

t�8BSO�QBUJFOUT�BHBJOTU�FYDFTTJWF�BMDPIPM�JOUBLF�
t�,0.#*(-:;&�93�TIPVME�CF�TVTQFOEFE�GPS�BOZ�TVSHJDBM�QSPDFEVSF�
	FYDFQU�NJOPS�QSPDFEVSFT�OPU�BTTPDJBUFE�XJUI�SFTUSJDUFE�JOUBLF�PG�GPPE�
BOE�ýVJET
�BOE�TIPVME�OPU�CF�SFTUBSUFE�VOUJM�QBUJFOU�T�PSBM�JOUBLF�IBT�
SFTVNFE�BOE�SFOBM�GVODUJPO�JT�OPSNBM�

t�6TF�PG�TBYBHMJQUJO�PS�NFUGPSNJO�XJUI�NFEJDBUJPOT�LOPXO�UP�DBVTF�
IZQPHMZDFNJB
��4BYBHMJQUJO��*OTVMJO�TFDSFUBHPHVFT�TVDI�BT�TVMGPOZMVSFBT�DBVTF�
IZQPHMZDFNJB��5IFSFGPSF�B�MPXFS�EPTF�PG�UIF�JOTVMJO�TFDSFUBHPHVF�
NBZ�CF�SFRVJSFE�UP�SFEVDF�UIF�SJTL�PG�IZQPHMZDFNJB�JG�VTFE�JO�
DPNCJOBUJPO�XJUI�,0.#*(-:;&�93�

In addition to diet and exercise to improve glycemic 
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WHI Shows Unopposed Estrogen Is Risk Neutral
B Y  M A RY  A N N  M O O N

FROM JAMA

T
he most recent findings from the
Women’s Health Initiative study of
short-term unopposed estrogen

therapy suggest that after 10 years, the
treatment neither increases nor decreas-
es risks for coronary heart disease, deep
vein thrombosis, stroke, hip fracture, co-
lorectal cancer, or total mortality.

This portion of the WHI study was
halted early when interim analysis in
2004 showed an increased risk of stroke
in women taking conjugated equine es-
trogens (CEE) compared with those tak-
ing placebo. “All previous reports of this
trial were limited to outcomes occurring
during the intervention phase. [Now]
we report data on postintervention out-
comes through a mean of 10.7 years of
follow-up,” said Andrea Z. LaCroix,

Ph.D., of Fred Hutchinson Cancer Re-
search Center, Seattle, and her associates
( JAMA 2011;305:1305-14). 

In the estrogen-only portion of the
WHI study, 10,739 postmenopausal
women who had undergone hysterecto-
my had been randomly assigned to re-
ceive either CEE or placebo. They were
followed during this intervention phase
for a median of 6 years, but the median
“adherent time” – the interval during
which the women actually took more
than 80% of their study pills – was only
3.5 years because more than half stopped
taking the pills even before the early halt
of the trial. 

Approximately 78% of the surviving
study subjects (3,778 who took CEE and
3,867 who took placebo) agreed to par-
ticipate in the extended follow-up re-
ported here. 

The increased risks of stroke, deep

vein thrombosis, and pulmonary em-
bolism that had been noted during the
intervention phase did not persist during
extended follow-up. In addition, active
treatment, which had showed no effect
on CHD risks during the intervention,
continued to show no effect on CHD
risks. For all cardiovascular events, the
cumulative hazard ratio was 2.26% with
active treatment and 2.12% with placebo. 

Colorectal cancer incidence did not

differ between women who received CEE
and those who received placebo during
the intervention phase, and this lack of ef-
fect persisted during extended follow-up. 

Hip fracture risk had been reduced
with CEE therapy during the interven-
tion phase, but this benefit did not per-
sist during the extended follow-up. Nu-
merically, hip fracture incidence was
slightly higher in the CEE group than in
the placebo group. 

Total mortality risk remained similar
between the two study groups both dur-
ing the intervention and during extend-
ed follow-up. 

Only one benefit of CEE therapy that
was seen during the intervention phase
persisted in the extended follow-up and
became statistically significant: Breast
cancer incidence was 0.27% with active
treatment and 0.35% with placebo.
These results differ from those of the

Major Finding: The short-term in-
crease in risks of stroke, DVT, and
pulmonary embolism did not per-
sist over the long term after un-
opposed estrogen therapy; the
equivalent risks of CHD, colorec-
tal cancer, and total mortality did
persist; the reduction in hip frac-
ture risk did not persist; and the
reduction in breast cancer risk
did persist.

Data Source: Extended (10-year)
follow-up of approximately 78%
of subjects who participated in
the Women’s Health Initiative-Es-
trogen Alone trial (3,778 post-
menopausal women who took
conjugated equine estrogen and
3,867 who took matching place-
bo for a median of 6 years).

Disclosures: The WHI was funded
by the National Heart, Lung, and
Blood Institute; the National In-
stitutes of Health; and the U.S.
Department of Health and Human
Services. Wyeth Ayerst donated
the study drugs. Dr. LaCroix re-
ported ties to Warner Chilcott,
Sanofi-Aventis, Amgen, and Pfiz-
er. Her associates reported ties to
numerous other industry sources.
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t�"EWFSTF�SFBDUJPOT�SFQPSUFE�JO�ô���PG�QBUJFOUT�USFBUFE�XJUI�TBYBHMJQUJO�
BOE�NPSF�DPNNPOMZ�UIBO�JO�QBUJFOUT�USFBUFE�XJUI�QMBDFCP�XFSF��
VQQFS�SFTQJSBUPSZ�USBDU�JOGFDUJPO�	�����WT�����
�VSJOBSZ�USBDU
JOGFDUJPO�	�����WT�����
�BOE�IFBEBDIF�	�����WT�����
�

t�"EWFSTF�SFBDUJPOT�SFQPSUFE�JO�ô���PG�USFBUNFOU�OBJWF�QBUJFOUT�USFBUFE�
XJUI�DPBENJOJTUFSFE�TBYBHMJQUJO�BOE�NFUGPSNJO�JNNFEJBUF�SFMFBTF�	*3
�
BOE�NPSF�DPNNPOMZ�UIBO�JO�QBUJFOUT�USFBUFE�XJUI�NFUGPSNJO�*3�BMPOF�
XFSF��IFBEBDIF�	�����WT�����
�BOE�OBTPQIBSZOHJUJT�	�����WT�����
�

Drug Interactions:�#FDBVTF�LFUPDPOB[PMF�B�TUSPOH�$:1�"����
JOIJCJUPS�JODSFBTFE�TBYBHMJQUJO�FYQPTVSF�MJNJU�,0.#*(-:;&�93�
UP�����NH������NH�PODF�EBJMZ�XIFO�DPBENJOJTUFSFE�XJUI�B�TUSPOH�
$:1�"����JOIJCJUPS�	F�H��BUB[BOBWJS�DMBSJUISPNZDJO�JOEJOBWJS�
JUSBDPOB[PMF�LFUPDPOB[PMF�OFGB[PEPOF�OFMåOBWJS�SJUPOBWJS�TBRVJOBWJS�
BOE�UFMJUISPNZDJO
�
Use in Specific Populations
t�Pregnant and Nursing Women:�5IFSF�BSF�OP�BEFRVBUF�BOE�XFMM�
DPOUSPMMFE�TUVEJFT�JO�QSFHOBOU�XPNFO��,0.#*(-:;&�93�TIPVME�CF�
VTFE�EVSJOH�QSFHOBODZ�POMZ�JG�DMFBSMZ�OFFEFE��*U�JT�OPU�LOPXO�XIFUIFS�
TBYBHMJQUJO�PS�NFUGPSNJO�BSF�TFDSFUFE�JO�IVNBO�NJML��#FDBVTF�NBOZ�
ESVHT�BSF�TFDSFUFE�JO�IVNBO�NJML�DBVUJPO�TIPVME�CF�FYFSDJTFE�XIFO�
,0.#*(-:;&�93�JT�BENJOJTUFSFE�UP�B�OVSTJOH�XPNBO�

t�Pediatric Patients:�4BGFUZ�BOE�FGGFDUJWFOFTT�PG�,0.#*(-:;&�93
JO�QFEJBUSJD�QBUJFOUT�IBWF�OPU�CFFO�FTUBCMJTIFE�

" EZOBNJD EVP
$PNCJOJOH�DPNQMFNFOUBSZ�NFDIBOJTNT�

PG�BDUJPO�PG�TBYBHMJQUJO�BOE�NFUGPSNJO�93

��.FUGPSNJO��)ZQPHMZDFNJB�EPFT�OPU�PDDVS�JO�QBUJFOUT�SFDFJWJOH�
NFUGPSNJO�BMPOF�VOEFS�VTVBM�DJSDVNTUBODFT�PG�VTF�CVU�DPVME�
PDDVS�XIFO�DBMPSJD�JOUBLF�JT�EFåDJFOU�XIFO�TUSFOVPVT�FYFSDJTF�JT�
OPU�DPNQFOTBUFE�CZ�DBMPSJD�TVQQMFNFOUBUJPO�EVSJOH�DPODPNJUBOU�
VTF�XJUI�PUIFS�HMVDPTF�MPXFSJOH�BHFOUT�	TVDI�BT�TVMGPOZMVSFBT�PS�
JOTVMJO
�PS�XJUI�VTF�PG�FUIBOPM��&MEFSMZ�EFCJMJUBUFE�PS�NBMOPVSJTIFE�
QBUJFOUT�BOE�UIPTF�XJUI�BESFOBM�PS�QJUVJUBSZ�JOTVGåDJFODZ�PS�BMDPIPM�
JOUPYJDBUJPO�BSF�QBSUJDVMBSMZ�TVTDFQUJCMF�UP�IZQPHMZDFNJD�FGGFDUT�

t��*OUSBWBTDVMBS�DPOUSBTU�TUVEJFT�XJUI�JPEJOBUFE�NBUFSJBMT�DBO�MFBE�UP�
BDVUF�BMUFSBUJPO�PG�SFOBM�GVODUJPO�BOE�IBWF�CFFO�BTTPDJBUFE�XJUI�MBDUJD�
BDJEPTJT�JO�QBUJFOUT�SFDFJWJOH�NFUGPSNJO��,0.#*(-:;&�93�TIPVME�CF�
UFNQPSBSJMZ�EJTDPOUJOVFE�BU�UIF�UJNF�PG�PS�QSJPS�UP�UIF�QSPDFEVSF�BOE�
XJUIIFME�GPS����IPVST�BGUFS�UIF�QSPDFEVSF�BOE�SFJOTUJUVUFE�POMZ�BGUFS�
SFOBM�GVODUJPO�JT�OPSNBM�

t��5IFSF�IBWF�CFFO�OP�DMJOJDBM�TUVEJFT�FTUBCMJTIJOH�DPODMVTJWF�FWJEFODF�
PG�NBDSPWBTDVMBS�SJTL�SFEVDUJPO�XJUI�,0.#*(-:;&�93�PS�BOZ�PUIFS�
BOUJ�EJBCFUJD�ESVH�

Adverse Reactions
t��"EWFSTF�SFBDUJPOT�SFQPSUFE�JO�����PG�QBUJFOUT�USFBUFE�XJUI�
NFUGPSNJO�FYUFOEFE�SFMFBTF�BOE�NPSF�DPNNPOMZ�UIBO�JO�QBUJFOUT�
USFBUFE�XJUI�QMBDFCP�XFSF��EJBSSIFB�	�����WT�����
�BOE�OBVTFB�
WPNJUJOH�	�����WT�����
�
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control in your adult patients with type 2 diabetes when treatment with both saxagliptin and metformin is appropriate

“The lack of an adverse effect of
unopposed estrogen when

used for a short period in the WHI
does not counter the larger,” long-
standing, corroborated body of ev-
idence that the treatment generally
elevates the risk of breast cancer,
said Dr. Emily S. Jungheim and Dr.
Graham A. Colditz.

One can question whether results
in the WHI study population, in

which nearly 70% of the subjects
were older than 60 years at baseline,
can even be applied to younger
women, particularly with regard to
breast cancer risk and hormone
therapy. 

In addition, the duration of CEE
use in the WHI remains problem-
atic since the median “adherent
time” was 3.5 years. “Thus, the
WHI results do not address the bal-

ance of risks and benefits associat-
ed with longer term estrogen use,”
they said.

DR. JUNGHEIM and DR. COLDITZ are
at Washington University, St. Louis.
These remarks were taken from their
editorial comment accompanying Dr.
LaCroix’s report (JAMA
2011;305:1354-5). They reported no
relevant financial disclosures.
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S Findings Don’t Agree With the Body of Evidence

other portion of the WHI trial in which sub-
jects received combined estrogen-plus-prog-
estin. In that study arm, active treatment im-
peded mammographic accuracy and was
associated with significantly higher rates of
breast cancer and breast cancer mortality, the
researchers noted.

The women’s age at commencing treatment
showed a significant interaction with outcomes,
both in the intervention phase and during ex-
tended follow-up. The results suggest there
may be greater benefit and safety for women
who start CEE in their early 50s, and less ben-
efit with more potential harm for women who
are older when they begin treatment. ■


