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Conventionally, statins can induce coronary atheroma 
UHJUHVVLRQ��%XW�WKLV�EHQH¿W�QHHGV�WR�EH�HVWDEOLVKHG�LQ�GLDEHWLF�
individuals. Stegman et al. tested the hypothesis that high-
intensity statin therapy may promote coronary atheroma 
regression in patients with diabetes.
The Study of Coronary Atheroma by Intravascular 
Ultrasound: Effect of Rosuvastatin Versus Atorvastatin 
(SATURN) used serial intravascular ultrasound measures 

of coronary atheroma volume in patients treated with 
rosuvastatin 40 mg or atorvastatin 80 mg for 24 months. This 
analysis compared changes in biochemistry and coronary 
percent atheroma volume (PAV) in patients with (n = 159) 
and without (n = 880) diabetes.
At baseline, patients with diabetes had lower low-density 
cholesterol (LDL-C) and high-density cholesterol (HDL-C) 
levels, but higher triglyceride and C-reactive protein (CRP) 
levels compared with patients without diabetes. At follow 
up, diabetic patients had lower levels of LDL-C (61.0 ± 
20.5 vs. 66.4 ± 22.9 mg/dL, P = 0.01) and HDL-C (46.3 
± 10.6 vs. 49.9 ± 12.0 mg/dL, P < 0.001) but higher levels 
of triglycerides (127.6 [98.8, 163.0] vs. 113.0 mg/dL [87.6, 
151.9], P = 0.001) and CRP (1.4 [0.7, 3.3] vs. 1.0 [0.5, 
2.1] mg/L, P = 0.001). Both patients with and without 
diabetes demonstrated regression of coronary atheroma as 
measured by change in PAV (-0.83 ± 0.13 vs. -1.15 ± 0.13%, 
P = 0.08). PAV regression was less in diabetic compared 
with nondiabetic patients when on-treatment LDL-C levels 
were >70 mg/dL (-0.31 ± 0.23 vs. -1.01 ± 0.21%, P = 0.03) 
EXW� VLPLODU�ZKHQ�/'/�&� OHYHOV�ZHUH� ����PJ�G/� ������� ��
0.16 vs. -1.24 ± 0.16%, P = 0.50).
The conclusion of the study is that high-intensity statin 
therapy is associated with coronary atheroma regression 
in both diabetic and nondiabetic patients, thus altering 
the progressive nature of diabetic atherosclerosis. This 
regression in diabetic individuals appears optimized when 
achieved LDL-C levels are below 70 mg/dL. 

(Stegman B, Puri R, Cho L, et al. Diabetes Care.  
Published online September 4, 2014.)

EDITOR’S VIEW
7KHVH�¿QGLQJV�RI�WKH�VWXG\�DUH�LQ�IDYRU�RI�WKH�XVH�RI�KLJK�LQWHQVLW\�VWDWLQ�LQ�GLDEHWLF�SDWLHQWV�ZLWK�DWKHURVFOHURWLF�
GLVHDVH��+RZHYHU��IXUWKHU�UHVHDUFK�LV�UHTXLUHG�WR�HOXFLGDWH�LI�VSHFL¿F�ORZ�GHQVLW\�OLSRSURWHLQ�FKROHVWHURO��/'/�&��
WDUJHWV�DUH�UHTXLUHG�WR�DFKLHYH�SODTXH�UHJUHVVLRQ�DQG�ORZHU�FOLQLFDO�HYHQW�UDWHV�LQ�WKHVH�KLJK�ULVN�GLDEHWLF�SDWLHQWV�
ZLWK�DQG�ZLWKRXW�FOLQLFDO�DWKHURVFOHURWLF�GLVHDVH��,W�VKRXOG�IXUWKHU�EH�NHSW�LQ�PLQG�WKDW�URVXYDVWDWLQ�LV�DOVR�PRUH�
OLNHO\�WR�DJJUDYDWH�WKH�GLDEHWLF�VWDWH�WKDQ�RWKHU�VWDWLQV��,W�LV�DGYLVDEOH�WR�DZDLW�IXUWKHU��PRUH�GHSHQGDEOH�ORQJ�WHUP�
WULDOV�IRU�¿QDO�RSLQLRQ�
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Avogaro and Fadini reviewed the literature to determine 
whether the dipeptidyl peptidase-4 inhibitors (DPP4-Is) 
PD\�GLUHFWO\�DQG�SRVLWLYHO\�LQÀXHQFH�GLDEHWLF�PLFURYDVFXODU�
complications both from the experimental and clinical 
evidences published between 1980 and 2014 in English-
language peer-reviewed journals. Experimentally, DPP4-I 
DSSHDUV� WR� LPSURYH� LQÀDPPDWLRQ�� HQGRWKHOLDO� IXQFWLRQ��
blood pressure, lipid metabolism, and bone marrow function. 
Several experimental studies report direct potentially 
EHQH¿FLDO�HIIHFWV�RI�'33��,�RQ�DOO�PLFURYDVFXODU�GLDEHWHV�
related complications. These drugs have the ability to act 
either directly or indirectly via improved glucose control, 
glucagon-like peptide-1 (GLP-1) bioavailability, and 
modifying nonincretin substrates. Although preliminary 
clinical data support that DPP4-I therapy can protect from 
PLFURDQJLRSDWK\�� HYLGHQFH� LV� LQVXI¿FLHQW� WR� FRQFOXGH�
that this class of drugs directly prevents or decreases 
microangiopathy in humans independently from improved 
glucose control.
([SHULPHQWDO�¿QGLQJV�DQG�SUHOLPLQDU\�FOLQLFDO�GDWD�VXJJHVW�
that DPP4-I, in addition to improving metabolic control, 
have the potential to interfere with the onset and progression 

of diabetic microangiopathy. Further evidence is needed to 
FRQ¿UP�WKHVH�HIIHFWV�LQ�SDWLHQWV�ZLWK�GLDEHWHV�
7KH� FXUUHQW� VWDQGDUGV� RI� FDUH� VLJQL¿FDQWO\� UHGXFH� EXW�
unfortunately do not eliminate the risk of diabetic 
microangiopathy. This has important implications because, 
although microangiopathy is rarely the cause of death in 
diabetic patients, it is one of the most important risk factors 
for CVD. Furthermore, this implies that in the past years, the 
most commonly used glucose-lowering drugs were unable 
to effectively decrease plasma glucose in order to avoid the 
onset and the progression of microvascular disease. Another 
relevant issue is that many glucose-lowering agents need to 
be dose-adjusted or should not be used in the setting of stage 
III–IV chronic kidney disease (CKD) or in those receiving 
dialysis. 
Indeed, the safety of DPP4-I has been demonstrated in several 
trials in patients with different degrees of renal impairment. 
Extensive experimental data and preliminary clinical studies 
indicate that DPP4-I may improve microvascular structure 
and function. Whether the effects of DPP4-I are mediated by 
improved glucose control or by pleiotropic off-target actions 
of DPP4-I on nonincretin substrates remains unclear. A few 
hints can help answer this question with available data.
3UHFOLQLFDO� ¿QGLQJV� REWDLQHG� in vitro and using animal 
models of T1D (e.g., STZ-induced diabetes) suggest that 
favorable effects of DPP4-I are conveyed independently 
of glycemic effects. Moreover, short-term studies in 
T2D patients, showing raised EPCs after just 4 weeks of 
sitagliptin treatment, are likely exploring pleiotropic rather 
than glycemic effects.
Finally, while lowering HbA1C� VLJQL¿FDQWO\� SUHYHQWV�
microangiopathy, the reduced development and progression 
of microalbuminuria in the SAVOR trial is unlikely to be 
fully explained by the marginal 0.2–0.3% reduction in 
HbA1C obtained with saxagliptin compared with placebo 
throughout the trial. 

(Avogaro A, Fadini GP. Diabetes Care. 2014;37:2884–94.)

EDITOR’S VIEW
$IWHU�VHYHUDO�\HDUV�RI�FOLQLFDO�XVH��LW�LV�FOHDU�DV�SHU�SUHOLPLQDU\�GDWD�WKDW�JOXFDJRQ�OLNH�SHSWLGH����*/3����UHFHSWRU�
DJRQLVWV�KDYH�VWURQJHU�HI¿FDF\� LQ�WHUPV�RI�FRUUHFWLRQ�RI� WKH�PDMRU�ULVN�IDFWRUV�IRU�FDUGLRYDVFXODU�GLVHDVH��&9'��
�LQFOXGLQJ�EORRG�SUHVVXUH�DQG�OLSLGV���7KH�6$925��(;$0,1(��DQG�RWKHU�VPDOOHU�VWXGLHV�GLG�QRW�VKRZ�DQ\�VLJQL¿FDQW�
HIIHFW�RQ�ERWK�EORRG�SUHVVXUH�DQG�OLSLGV��,I�WKHVH�SURWHFWLYH�HIIHFWV�RI�'33��,�RQ�PLFURYDVFXODU�FRPSOLFDWLRQV�FDQ�OHDG�
WR�EHWWHU�RXWFRPHV�LQ�SHRSOH�ZLWK�GLDEHWHV��WKH\�VKRXOG�EH�YHUL¿HG�E\�VHYHUDO�RQJRLQJ�FOLQLFDO�WULDOV��

+RZHYHU��RQH�PXVW�EH�FDXWLRXV�ZKHQ�WU\LQJ�WR� WUDQVODWH�¿QGLQJV�REWDLQHG� LQ�DQLPDO�PRGHOV�DQG�VPDOO�FOLQLFDO�
VWXGLHV�WR�WKH�KHWHURJHQHRXV�SRSXODWLRQ�RI�GLDEHWLF�SDWLHQWV��5DWKHU�ZH�VKRXOG�ZDLW�XQWLO�UHVXOWV�IURP�VSHFL¿FDOO\�
GHVLJQHG� UDQGRPL]HG� FRQWUROOHG� WULDOV� DUH� DYDLODEOH�� ,Q� DGGLWLRQ� WR� WKH� DIRUHPHQWLRQHG� DVSHFWV�� WKH� HIIHFW� RI�
SHSWLGDVH���LQKLELWRUV��'33��,��RQ�ERQH�PDUURZ�VWHP�FHOOV�LV�DOVR�SURPLVLQJ�WR�DFKLHYH�PLFURYDVFXODU�SURWHFWLRQ�
DW�GLVWDQW�VLWHV��8OWLPDWHO\��UHGXFLQJ�WKH�EXUGHQ�RI�PLFURDQJLRSDWK\�PD\�WUDQVODWH�LQWR�LPSURYHG�FDUGLRYDVFXODU��
UHQDO��DQG�UHWLQDO�RXWFRPHV�LQ�GLDEHWHV�

7KH�(IIHFWV�RI�'LSHSWLG\O�3HSWLGDVH���,QKLELWLRQ�RQ�0LFURYDVFXODU�'LDEHWHV�
&RPSOLFDWLRQV
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Pregnant women with undiagnosed diabetes are a high-risk 
JURXS�WKDW�PD\�EHQH¿W�IURP�HDUO\�LQWHUYHQWLRQ��([WUDSRODWLQJ�
from nonpregnancy data, HbA1C> 6.5% (48 mmol/mol) is 
UHFRPPHQGHG�WR�GH¿QH�GLDEHWHV�LQ�SUHJQDQF\��7KH�DLPV�RI�
the study were to determine the optimal HbA1C threshold 
IRU�GHWHFWLQJ�GLDEHWHV� LQ�HDUO\�SUHJQDQF\�DV�GH¿QHG�E\�DQ�
early oral glucose tolerance test (OGTT) at <20 weeks’ 
gestation and to examine pregnancy outcomes relating to 
this threshold.
During 2008–2010 in Christchurch, New Zealand, women 
were offered an HbA1C�PHDVXUHPHQW�ZLWK�WKHLU�¿UVW�DQWHQDWDO�
bloods. Pregnancy outcome data were collected. A subset 
completed an early OGTT, and HbA1C performance was 
assessed using World Health Organization (WHO) criteria.

HbA1C was measured at a median 47 days’ gestation 
in 16,122 women. Of those invited, 974/4,201 (23%) 
undertook an early OGTT. In this subset, HbA1C >5.9% (41 
mmol/mol) captured all 15 cases of diabetes, 7 with HbA1C 
<6.5% (<48 mmol/mol).
This HbA1C threshold was also 98.4% (95% CI 97–99.9%) 
VSHFL¿F� IRU� JHVWDWLRQDO� GLDEHWHV� PHOOLWXV� �*'0�� EHIRUH�
20 weeks (positive predictive value = 52.9%). A threshold 
>6.5% (48 mmol/mol) would have missed almost half 
of these women and is therefore too high for screening 
purposes. In this subgroup, 74% of women with an early 
pregnancy HbA1C >5.9% (41 mmol/mol) had an abnormal 
OGTT at some stage in their pregnancy, with over two-
WKLUGV�RI�WKHVH�EHLQJ�LGHQWL¿HG�EHIRUH����ZHHNV¶�JHVWDWLRQ��
An early pregnancy HbA1C measurement of 5.9–6.4% 
(41–46 mmol/mol) was associated with an increased risk 
of adverse pregnancy outcomes, including major congenital 
anomaly, preeclampsia, shoulder dystocia, and perinatal 
death. In the total cohort, excluding women referred for 
GDM management, women with HbA1C of 5.9–6.4% (41–
46 mmol/mol; n = 200) had poorer pregnancy outcomes 
than those with HbA1C <5.9% (<41 mmol/mol; n = 8,174); 
relative risk (95% CI) of major congenital anomaly was 2.67 
(1.28–5.53), preeclampsia was 2.42 (1.34–4.38), shoulder 
dystocia was 2.47 (1.05–5.85), and perinatal death was 3.96 
(1.54–10.16).
Measurements of HbA1C were readily performed in contrast 
to the low uptake of early OGTTs. HbA1C >5.9% (>41 mmol/
PRO�� LGHQWL¿HG� DOO� ZRPHQ� ZLWK� GLDEHWHV� DQG� D� JURXS� DW�
VLJQL¿FDQWO\�LQFUHDVHG�ULVN�RI�DGYHUVH�SUHJQDQF\�RXWFRPHV�

(Hughes RCE, Moore MP, Gullam JE, et al. Diabetes Care. 
Published online September 4, 2014.)

EDITOR’S VIEW
7KLV�VWXG\�KDV�VKRZQ�WKH�LPSRUWDQFH�RI�PHDVXULQJ�+E$1C�GXULQJ�HDUO\�SUHJQDQF\��$Q�+E$1C�PHDVXUHPHQW�EHIRUH�
���ZHHNV�RI����±��������±���PPRO�PRO��LQ�WKLV�VWXG\�ZDV�DVVRFLDWHG�ZLWK�DQ�LQFUHDVHG�ULVN�RI�DGYHUVH�SUHJQDQF\�
RXWFRPHV�� LQFOXGLQJ�PDMRU� FRQJHQLWDO� DQRPDO\�� SUHHFODPSVLD�� VKRXOGHU�G\VWRFLD�� DQG�SHULQDWDO�GHDWK��%XW�� WLOO�
GDWH��EHFDXVH�RI�VRPH�IDOODFLHV�+E$1C�DORQH�LV�QRW�DFFHSWHG�DV�GLDJQRVWLF�PDUNHU�RI�JHVWDWLRQDO�GLDEHWHV�PHOOLWXV�
�*'0��DQG�WKH�YDOXH�RI�JROG�VWDQGDUG�RI�EORRG�JOXFRVH�HVWLPDWLRQ�VWLOO�UHPDLQV�

$Q�(DUO\�3UHJQDQF\�+E$1C�!���������PPRO�PRO��,V�2SWLPDO�IRU�'HWHFWLQJ�
'LDEHWHV�DQG�,GHQWL¿HV�:RPHQ�DW�,QFUHDVHG�5LVN�RI�$GYHUVH�3UHJQDQF\�2XWFRPHV
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This study evaluated the weekly subcutaneous albiglutide 
versus daily sitagliptin in renally impaired patients with type 
2 diabetes mellitus (T2DM) and inadequately controlled 
glycemia on a regimen of diet and exercise and/or oral 
antihyperglycemic medications.

In this phase III, randomized, double-blind, multicenter, 52-
week study, the primary study end point was HbA1C change 
from baseline at week 26 in patients with renal impairment, 
DV�DVVHVVHG�ZLWK�HVWLPDWHG�JORPHUXODU�¿OWUDWLRQ�UDWH��*)5��
DQG�FDWHJRUL]HG�DV�PLOG��PRGHUDWH��RU�VHYHUH������WR������

EDITOR’S VIEW
7KLV�SKDVH�,,,�� UDQGRPL]HG��GRXEOH�EOLQG��PXOWLFHQWHU�����ZHHN�VWXG\� LQ�SDWLHQWV�ZLWK� W\SH���GLDEHWHV�PHOOLWXV�
�7�'0��ZLWK� LQDGHTXDWH� JOXFRVH� FRQWURO� DQG� UHQDO� LPSDLUPHQW� KDV� FRPSDUHG� WKH� HI¿FDF\� RI� DOELJOXWLGH�ZLWK�
VLWDJOLSWLQ��7KH�+E$1C�FKDQJH�IURP�EDVHOLQH�DW�ZHHN����ZDV�VLJQL¿FDQWO\�JUHDWHU�ZLWK�DOELJOXWLGH�WKDQ�VLWDJOLSWLQ�
�í������YV��í�������P� ����������DQG� WKH�GHFUHDVH� LQ�+E$1C�ZDV� VHHQ� WKURXJK�ZHHN�����0RVW�DGYHUVH�HYHQWV�
ZHUH�PLOG�RU�PRGHUDWH��7KH�LQFLGHQFH�UDWHV�RI�RYHUDOO�JDVWURLQWHVWLQDO�DGYHUVH�HIIHFWV�ZHUH�KLJKHU���������ZLWK�
DOELJOXWLGH� WKDQ�ZLWK� VLWDJOLSWLQ� ���������%XW� WKH�DGYDQWDJH�RI�RQFH�ZHHNO\�DGPLQLVWUDWLRQ�RI�DOELJOXWLGH� WKDQ�
GDLO\�LQWDNH�RI�VLWDJOLSWLQ�LV�GH¿QLWH�SUHVHQW��

5HQDOO\� LPSDLUHG� SDWLHQWV� ZLWK� 7�'0� VKRZHG� VWDWLVWLFDOO\� VXSHULRU� JO\FHPLF� LPSURYHPHQW� ZLWK� RQFH�ZHHNO\�
DOELJOXWLGH�WKHUDS\�FRPSDUHG�ZLWK�GDLO\�VLWDJOLSWLQ�WKHUDS\��%RWK�GUXJV�ZHUH�VLPLODUO\�WROHUDWHG�

In this study, Rajendran et al. estimated the incidence of 
serious harm to inpatients with diabetes from hypoglycemia. 
An anonymized questionnaire was emailed to lead 
organizers at the 142 acute NHS Trusts that contributed to 
the National Diabetes Inpatient Audit 2012. Each diabetes 
team was asked collectively to recall and report any serious 
adverse events from inpatient hypoglycemia in the previous 
year. A total of 83 trusts agreed to participate. Serious harm 
ZDV�GH¿QHG�DV�GHDWK��D�FDUGLDF�RU�FHUHEUDO�HYHQW��RU�D�IDOO�
resulting in permanent physical injury or fracture.
A total of 41 trusts returned the survey. Of these, only 28 
��������ZHUH�FRQ¿GHQW�WKDW�UREXVW�PHWKRGV�H[LVWHG�LQ�WKHLU�
trust to ensure that all such events were reported, and only 
�����������ZHUH�FRQ¿GHQW�WKDW�DOO�VXFK�HYHQWV�ZHUH�UHSRUWHG�
to the diabetes team. Despite these reporting concerns, the 
retrospective nature of the survey and the reliance on recall, 
12 serious adverse events were reported from 9 trusts: three 

deaths; two cases of permanent cerebral damage; 
two successfully resuscitated cardiac arrests; 
WKUHH� VHL]XUHV�� DQG� WZR� XQGH¿QHG� HYHQWV��
Insulin therapy was implicated in 10 events. 
Importantly, three events with two deaths 
occurred in patients who had received insulin/
dextrose to correct hyperkalemia, only one of 
whom had diabetes.
An alarming number of serious adverse events 
was reported: 12 serious adverse events with 3 
deaths over a 1-year period in 41 trusts. 
This may be the tip of the iceberg, 
considering the potential under-
reporting. Robust reporting 
mechanisms are required to 
determine the full extent of this serious preventable harm.

(Rajendran R, Rayman G. Diabet Med. 2014;31(10)1218–21.)

EDITOR’S VIEW
5HVHDUFKHUV�DVNHG�WKH�GLDEHWHV�WHDPV�DW�HDFK�RI�WKH�����DFXWH�1DWLRQDO�+HDOWK�6HUYLFH��1+6��WUXVWV�WR�UHFDOO�DQG�
UHSRUW�DQ\�VHULRXV�DGYHUVH�HYHQWV�IURP�LQSDWLHQW�K\SRJO\FHPLD�LQ�WKH�SUHYLRXV�\HDU��2QO\�������RI�WUXVWV�WKDW�
UHWXUQHG�VXUYH\V�ZHUH�FRQ¿GHQW�WKDW�WKH\�HPSOR\HG�UREXVW�PHWKRGV�WR�HQVXUH�DOO�VXFK�HYHQWV�ZHUH�UHSRUWHG��

7KHUH�ZHUH����VHULRXV�DGYHUVH�HYHQWV�UHSRUWHG�IURP���WUXVWV��LQFOXGLQJ���GHDWKV��,QVXOLQ�WKHUDS\�ZDV�LPSOLFDWHG�LQ�
���HYHQWV����RI�ZKLFK�LQYROYHG�WKH�XVH�RI�LQVXOLQ�GH[WURVH�WKHUDS\�WR�FRUUHFW�K\SHUNDOHPLD�

$V�WKHUH�PD\�EH�SRVVLEOH�XQGHU�UHSRUWLQJ�LQ�WKLV�VWXG\��WKH�DXWKRUV�FRQFOXGH�WKDW�DQ�DODUPLQJ�QXPEHU�RI�VHULRXV�
DGYHUVH�HYHQWV�GXH�WR�K\SRJO\FHPLD�RFFXU��7KH\�VXJJHVW�WKDW�PRUH�UREXVW�UHSRUWLQJ�PHFKDQLVPV�DUH�QHHGHG�WR�
GHWHUPLQH�WKH�IXOO�H[WHQW�RI�WKH�SUREOHP�

6HULRXV�+DUP�IURP�,QSDWLHQW�+\SRJO\FHPLD��$�6XUYH\�RI�+RVSLWDOV�LQ�WKH�8.

(I¿FDF\�DQG�6DIHW\�RI�WKH�2QFH�:HHNO\�*/3���5HFHSWRU�$JRQLVW�$OELJOXWLGH�
YHUVXV�6LWDJOLSWLQ�LQ�3DWLHQWV�ZLWK�7\SH���'LDEHWHV�DQG�5HQDO�,PSDLUPHQW��$�
5DQGRPL]HG�3KDVH�,,,�6WXG\
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����WR������DQG�����WR�����P/�PLQ������P2, respectively). 
Secondary end points included fasting plasma glucose 

(FPG), weight, achievement 
of treatment targets, 
hyperglycemic rescue, and 
safety.
Baseline demographics were 
similar across treatment and 
renal impairment groups with 
overall mean age of 63.3 
years, BMI of 30.4 kg/m2, 
HbA1C of 8.2% (66 mmol/
mol), and diabetes disease 
duration of 11.2 years. HbA1C 
change from baseline at week 
��� ZDV� VLJQL¿FDQWO\� JUHDWHU�

for albiglutide than for sitagliptin (-0.83% vs. -0.52%, 
P = 0.0003). Decreases in HbA1C, FPG, and weight were seen 
through week 52. Time to hyperglycemic rescue through 
ZHHN� ��� ZDV� VLJQL¿FDQWO\� ORQJHU� IRU� DOELJOXWLGH� WKDQ� IRU�
sitagliptin (P = 0.0017). Results of safety assessments were 
similar between groups, and most adverse events (AEs) 
were mild or moderate. The incidences of gastrointestinal 
AEs for albiglutide and sitagliptin were as follows: overall 
31.7%, 25.2%; diarrhea 10.0%, 6.5%; nausea 4.8%, 3.3%; 
and vomiting, 1.6%, 1.2%, respectively.
Thus once-weekly albiglutide therapy in renally impaired 
patients with T2DM provided statistically superior glycemic 
improvement with almost similar tolerability compared with 
daily sitagliptin therapy.

(Leiter LA, Carr MC, Stewart M, et al. Diabetes Care. 
2014;37(10):2723–30.)

7KH� EHQH¿WV� RI� H[HUFLVH� DQG� EHKDYLRUDO� UHFRPPHQGDWLRQV� LQ� JHVWDWLRQDO� GLDEHWHV�
mellitus (GDM) are controversial. In a randomized trial with a 2×2 factorial design, 
the effect of exercise and behavioral recommendations on metabolic variables, and 
maternal/neonatal outcomes in 200 GDM patients were studied. All women were given 
the same diet: group D received dietary recommendations only; group E was advised 
to briskly walk 20 min/day; group B received behavioral dietary recommendations; 
group BE was prescribed the same as B + E. Dietary habits improved in all groups. 
In a multivariable regression model, fasting glucose did not change. Exercise, but 
not behavioral recommendations, was associated with the reduction of postprandial 
glucose (P < 0.0001), glycated hemoglobin (HbA1C; P < 0.001), triglycerides 
(P = 0.02), and C-reactive protein (CRP; P < 0.001) and reduced any maternal/neonatal 
complications (OR = 0.50; 95%CI = 0.28–0.89; P = 0.02). In GDM patients a simple 
exercise program reduced maternal postprandial glucose, HbA1C, CRP, triglycerides, 
and any maternal/neonatal complications, but not fasting glucose values.

(Bo S, Rosato R, Ciccone G, et al. Diabetes Obes Metab. 2014;16(10)1032–5.)

EDITOR’S VIEW
7KLV�VWXG\�H[DPLQHG�WKH�HIIHFW�RI�H[HUFLVH�DQG�EHKDYLRUDO�FKDQJHV�RQ�PHWDEROLF�SDUDPHWHUV�DQG�WKH�PDWHUQDO�DQG�
QHRQDWDO�RXWFRPHV� LQ�����SDWLHQWV�ZLWK�JHVWDWLRQDO�GLDEHWHV�PHOOLWXV��*'0���,Q�D�UDQGRPL]HG�WULDO��DOO�ZRPHQ�
ZHUH�JLYHQ�WKH�VDPH�GLHW��,Q�DGGLWLRQ��JURXS�'�UHFHLYHG�GLHWDU\�UHFRPPHQGDWLRQV�RQO\��ZKLOH�JURXS�(�ZDV�DGYLVHG�
WR�ZDON�EULVNO\�IRU����PLQXWHV�SHU�GD\��JURXS�%�UHFHLYHG�EHKDYLRUDO�GLHWDU\�UHFRPPHQGDWLRQV��DQG�JURXS�%(�ZDV�
SUHVFULEHG�WKH�VDPH�DV�JURXSV�%�DQG�(��,Q�D�PXOWLYDULDEOH�UHJUHVVLRQ�PRGHO��H[HUFLVH��EXW�QRW�EHKDYLRUDO�FKDQJHV��
ZDV�DVVRFLDWHG�ZLWK�WKH�UHGXFWLRQ�LQ�SRVWSUDQGLDO�JOXFRVH��+E$1C��WULJO\FHULGHV��DQG�&�UHDFWLYH�SURWHLQ��&53��

,Q� SDWLHQWV�ZLWK�*'0�� DQ� DFFHSWDEOH� H[HUFLVH� SURJUDP� UHGXFHG�PDWHUQDO� SRVWSUDQGLDO� JOXFRVH��+E$1C�� &53��
WULJO\FHULGHV�� DQG�PDWHUQDO�QHRQDWDO� FRPSOLFDWLRQV�� EXW�QRW� IDVWLQJ� JOXFRVH� YDOXHV��7KLV� VWXG\� FOHDUV� DZD\� WKH�
RUWKRGR[�LGHD�RI�NHHSLQJ�WKH�*'0�ZRPDQ�XQGHU�FRPSOHWH�UHVW��$�VLPSOH�ZDONLQJ�LV�YHU\�HIIHFWLYH�

6LPSOH�/LIHVW\OH�5HFRPPHQGDWLRQV�DQG�WKH�2XWFRPHV�RI�*HVWDWLRQDO�'LDEHWHV��
$��î��)DFWRULDO�5DQGRPL]HG�7ULDO
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1RQFDORULF�DUWL¿FLDO�VZHHWHQHUV��1$6V��DUH�DPRQJ�WKH�PRVW�
widely used food additives worldwide, regularly consumed 
E\�OHDQ�DQG�REHVH�LQGLYLGXDOV�DOLNH��7KLV�DUWL¿FLDO�VZHHWHQHU�
FRQVXPSWLRQ�LV�FRQVLGHUHG�VDIH�DQG�EHQH¿FLDO�RZLQJ�WR�WKHLU�
ORZ�FDORULF� FRQWHQW�� \HW� VXSSRUWLQJ� VFLHQWL¿F� GDWD� UHPDLQ�
sparse and controversial. Here Suez et al. demonstrated that 
consumption of commonly used NAS formulations drives 
the development of glucose intolerance through induction 
of compositional and functional alterations to the intestinal 
microbiota. 
These NAS-mediated deleterious metabolic effects 
are abrogated by antibiotic treatment, and are fully 

transferrable to germ-free mice upon fecal transplantation 
RI� PLFURELRWD� FRQ¿JXUDWLRQV� IURP� 1$6�FRQVXPLQJ� PLFH��
or of microbiota anaerobically incubated in the presence 
RI�1$6��7KH�UHVHDUFKHUV� LGHQWL¿HG�1$6�DOWHUHG�PLFURELDO�
metabolic pathways that are linked to host susceptibility 
to metabolic disease, and demonstrated similar NAS-
induced dysbiosis and glucose intolerance in healthy human 
subjects. Collectively, these results link NAS consumption, 
dysbiosis, and metabolic abnormalities, thereby calling for a 
reassessment of massive NAS usage.

(Suez J, Korem T, Zeevi D, Zilberman-Schapira G, et al. Nature. 
2014;[EPub Ahead of Print].)

EDITOR’S VIEW
6R�ORQJ�WKH�DGYLFH�IRU�WKH�LQWDNH�RI�DUWL¿FLDO�VZHHWHQHUV�ZHUH�JLYHQ�ZLWKRXW�DQ\�UHVWULFWLRQV�RQO\�E\�NHHSLQJ�DQ�
DFFRXQW�RI�WRWDO�FDORULHV�FRQVXPHG�IURP�WKHP��%XW�LQ�WKLV�VWXG\�WKH�HIIHFW�RI�QRQFDORULF�DUWL¿FLDO�VZHHWHQHUV��1$6V��
RQ�WKH�LQWHVWLQDO�PLFURELRWD�RI�PLFH�KDV�EHHQ�VKRZQ�WR�KDYH�DOWHUDWLRQV�LQ�WKH�FRPSRVLWLRQ�DQG�IXQFWLRQ�RI�WKHLU�JXW�
ÀRUD��OHDGLQJ�WR�JOXFRVH�LQWROHUDQFH�E\�IDFLOLWDWHG�DEVRUSWLRQ��)HFDO�WUDQVSODQWDWLRQ�IURP�1$6�FRQVXPLQJ�PLFH�
ZLWK�JOXFRVH�LQWROHUDQFH�LQWR�QRQ±1$6�FRQVXPLQJ�PLFH�OHG�WR�JOXFRVH�LQWROHUDQFH��$QWLELRWLFV�UHYHUVHG�WKH�HIIHFWV�
LQ�1$6�FRQVXPLQJ�PLFH��,I�WKLV�VWDQGV�WUXH�LQ�KXPDQ�WULDO��GLDEHWLFV�ZLOO�KDYH�WR�VDFUL¿FH�VZHHW�WDVWH�WRWDOO\�

$UWL¿FLDO�6ZHHWHQHUV�,QGXFH�*OXFRVH�,QWROHUDQFH�E\�$OWHULQJ�WKH�*XW�0LFURELRWD

For more than a decade, numerous studies have demonstrated 
an increased risk for cancer and cancer-related mortality in 
obese individuals and patients with type 2 diabetes mellitus 
(T2DM). This has generally been seen in all ethnic groups 
and for most solid tumors.
This study by Huang and colleagues is a meta-analysis 
of a cohort of over 860,000 individuals with prediabetes. 
3UHGLDEHWHV�ZDV�GH¿QHG�DV�HLWKHU�LPSDLUHG�IDVWLQJ�JOXFRVH�
or glucose intolerance following a glucose tolerance test.
6LPLODU� WR� WKH� ¿QGLQJV� LQ� REHVLW\� DQG�7�'0�� SUHGLDEHWHV�
is also associated with increased cancer risk for most, but 
not all, tumors; prostate cancer is once again less common, 
although mortality from prostate cancer has usually 
increased.
While the meta-analysis has demonstrated quite convincingly 
the association between prediabetes and cancer risk, no 
mechanism can be derived from these types of studies. 

Prediabetes is often associated with insulin resistance and 
hyperinsulinemia; the latter is clearly becoming recognized 
as a possible causal factor. Other factors that may be involved 
include hyperlipidemia, cytokines, and adipocytokines, 
which are usually not measured in these types of studies.

EDITOR’S VIEW
7KH�VWXG\�JURXS�FRQGXFWHG�D�PHWD�DQDO\VLV�RI����SURVSHFWLYH�VWXGLHV��ZKLFK�LQFOXGHG���������SDUWLFLSDQWV�ZLWK�
SUHGLDEHWHV�WR�DVVHVV�RYHUDOO�FDQFHU�ULVN��3HRSOH�ZLWK�SUHGLDEHWHV�KDG�WKH�KLJKHVW�UDWHV�RI�FDQFHU�LQ�WKH�VWRPDFK��
FRORUHFWXP��SDQFUHDV��OLYHU��HQGRPHWULXP��DQG�EUHDVW��P����������2I�WKHVH��WKH�OLYHU��HQGRPHWULXP��DQG�VWRPDFK�
FRORUHFWXP�ZHUH�WKH�PRVW�IUHTXHQW�VLWHV�RI�FDQFHU��P� ��������$�PHWD�DQDO\VLV�RI�FRKRUW�VWXGLHV�LQ�SUHGLDEHWHV�VKRZV�
DQ�LQFUHDVH�LQ�FDQFHU��SUHGRPLQDWHO\�RI�WKH�JXW�OLYHU��RI�DERXW������7KLV�VWXG\�KLJKOLJKWV�WKDW�G\VJO\FHPLD�HYHQ�DW�
WKH�VWDJH�RI�SUHGLDEHWHV�VKRXOG�EH�VHULRXVO\�DVVHVVHG�IRU�FKDQFHV�RI�PDOLJQDQF\�

3UHGLDEHWHV�DQG�WKH�5LVN�RI�&DQFHU��$�0HWD�DQDO\VLV
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The results from prospective cohort studies of prediabetes 
(impaired fasting glucose and/or impaired glucose tolerance) 
and risk of cancer are controversial. We conducted a meta-
analysis to evaluate the risk of cancer in association with 
impaired fasting glucose and impaired glucose tolerance.
The PubMed, EMBASE, and Cochrane Library databases 
were searched for prospective cohort studies with data on 
prediabetes and cancer. Two independent reviewers assessed 
the reports and extracted the data. Prospective studies were 
included if they reported adjusted relative risks (RRs) with 
����FRQ¿GHQFH�LQWHUYDOV��&,V��IRU�WKH�DVVRFLDWLRQ�EHWZHHQ�
cancer and prediabetes. Subgroup analyses were conducted 
according to end point, age, sex, ethnicity, duration of 
follow-up, and study characteristics.
Data from 891,426 participants were derived from 16 
prospective cohort studies. Prediabetes was associated with 

an increased risk of cancer overall (RR 1.15; 95% CI 1.06, 
1.23). The results were consistent across cancer end point, 
age, duration of follow-up, and ethnicity. There was no 
VLJQL¿FDQW� GLIIHUHQFH� IRU� WKH� ULVN� RI� FDQFHU�ZLWK� GLIIHUHQW�
GH¿QLWLRQV�RI�SUHGLDEHWHV��,Q�D�VLWH�VSHFL¿F�FDQFHU�DQDO\VLV��
SUHGLDEHWHV� ZDV� VLJQL¿FDQWO\� DVVRFLDWHG� ZLWK� LQFUHDVHG�
risks of cancer of the stomach/colorectum, liver, pancreas, 
breast, and endometrium (all P < 0.05), but not associated 
with cancer of the bronchus/lung, prostate, ovary, kidney, or 
EODGGHU��7KH�ULVNV�RI�VLWH�VSHFL¿F�FDQFHU�ZHUH�VLJQL¿FDQWO\�
different (P = 0.01) and were highest for liver, endometrial, 
and stomach/colorectal cancer.
Overall, prediabetes was associated with an increased risk of 
cancer, especially liver, endometrial, and stomach/colorectal 
cancer.

(Huang Y, Cai X, Qiu M, et al. Diabetologia. 2014.

EDITOR’S VIEW
,Q�WKLV���PRQWK�REVHUYDWLRQDO�VWXG\��WKH�LPSDFW�RI�FRPRUELGLWLHV�RQ�WUHDWPHQW�HIIHFWLYHQHVV�ZLWK�GXOR[HWLQH�DQG�
DQWLFRQYXOVDQWV�ZDV� DVVHVVHG� RQ� ������SDUWLFLSDQWV�ZLWK�GLDEHWLF�SHULSKHUDO� QHXURSDWKLF�SDLQ� �'313���2XW� RI�
WKHP��������UHSRUWHG� FRPRUELGLWLHV��ZKLFK� LQFOXGHG�PDFUR�� DQG�PLFUR�DQJLRSDWKLF� FRQGLWLRQV��G\VOLSLGHPLDV��
FKURQLF�SDLQ��LQFOXGLQJ�MRLQW�SDLQ���DQG�GHSUHVVLRQ��7UHDWPHQW�ZLWK�GXOR[HWLQH�ZDV�PRUH�HIIHFWLYH�LQ�WKRVH�ZLWK�
GHSUHVVLRQ��MRLQW�SDLQ��DQG�KLJKHU�EDVHOLQH�%3,�VFRUHV�

7KLV� VWXG\� FRQFOXGHV� WKDW� PDQ\� SDWLHQWV� ZLWK� GLDEHWLF� QHXURSDWK\� KDYH� DGGLWLRQDO� FRPRUELGLWLHV� WKDW� FDQ�
FRQWULEXWH�WR�SDLQ��3UHVFULEHUV�VKRXOG�FKRRVH�D�SDLQ�PHGLFDWLRQ�WKDW�FDQ�LGHDOO\�WUHDW�PRUH�WKDQ�RQH�VRXUFH�RI�
SDLQ��3UHVFULEHUV�VKRXOG�DOVR�WDNH�FDUH�RI�WKH�DVVRFLDWHG�FRPSOLFDWLRQV�GXULQJ�WUHDWLQJ�'313�

,PSDFW�RI�&RPRUELGLWLHV�RQ�3KDUPDFRWKHUDS\�RI�3DLQIXO�'LDEHWLF�1HXURSDWK\�LQ�
&OLQLFDO�3UDFWLFH

Ziegler et al. studied the impact of baseline comorbidities 
on the effectiveness of duloxetine and anticonvulsants 
(pregabalin /gabapentin) in patients with painful diabetic 
neuropathy in clinical care.
In this study, the outcomes from a 6-month, observational 
study with 2,575 patients initiating/switching diabetic 
peripheral neuropathic pain (DPNP) treatment were 
analyzed post-hoc. Propensity scoring was used to adjust 
IRU� EDVHOLQH� IDFWRUV� LQÀXHQFLQJ� WUHDWPHQW� FKRLFH� LQ� ������
patients receiving duloxetine or anticonvulsants. Analysis 
RI� FRYDULDQFH�PRGHOV�ZLWK�¿[HG� HIIHFWV� IRU� EDVHOLQH�SDLQ��
treatment, propensity score, baseline characteristics, or 
comorbidities, and their interaction with treatment were 
used to estimate LS mean effects on brief pain inventory 
(BPI) average pain and interference scores.

Here 89.5% of patients reported comorbidities, including 
hypertension (70.5%), hyperlipidemia (39.2%), and 
depression (24.8%). Macrovascular complications (37.0%) 
and “other chronic pain” (41.5%), particularly joint pain, had 
an impact on both pain treatments, that is, less improvement 
of average pain and interference of pain. Better treatment 
responses with duloxetine versus anticonvulsants were 
observed in patients with depression, those with high 
baseline BPI total interference score, especially general 
activity, and in patients with joint pain. The conclusion of 
the study was that comorbidities such as macroangiopathy 
and depression as well as pain characteristics should be 
considered in the treatment of DPNP as they may predict the 
effectiveness of duloxetine and anticonvulsants.

(Ziegler D, Schneider E, Boess FG, et al.  
J Diabetes Complicat. 2014;28(5)698–704.)
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The associations between age (or age at diagnosis), diabetes 
duration, and major macrovascular events, all-cause death, 
and major microvascular events were examined in 11,140 
patients with type 2 diabetes mellitus (T2DM) randomly 
allocated to intensive or standard glucose control in the 
Action in Diabetes and Vascular Disease: Preterax and 
'LDPLFURQ� 0RGL¿HG� 5HOHDVH� &RQWUROOHG� (YDOXDWLRQ�
(ADVANCE) trial. Rates were calculated by 5-year baseline 
age (or age at diagnosis) and diabetes duration strata. Risks 
were estimated using Cox models adjusted for treatment 
assignment and HbA1C.
The mean age (±SD) was 65.8 ± 6.4 years, age at 
diagnosis was 57.8 ± 8.7 years, and diabetes duration was 
7.9 ± 6.4 years. Diabetes duration was associated with 
the risk of macrovascular events (HR 1.13 [95% CI 1.08, 
1.17]), microvascular events (1.28 [1.23, 1.33]), and death 
(1.15 [1.10, 1.20]), whereas age (or age at diagnosis) was 
only associated with the risk of macrovascular events (1.33 
[1.27, 1.39]) and death (1.56 [1.48, 1.64]). No interaction 
was observed between diabetes duration, age, and the risk 
of macrovascular events or death (both P > 0.4). However, 
an interaction was observed between diabetes duration, age, 
and the risk of microvascular events (P = 0.002), such that 

the effects of increasing diabetes duration were greatest at 
younger rather than older age.
In patients with T2DM, age or age at diagnosis and diabetes 
duration are independently associated with macrovascular 
events and death, whereas only diabetes duration is 
independently associated with microvascular events and this 
effect is greater in the youngest patients.

(Zoungas S, Woodward M, Li Q, et al. Diabetologia. 2014.

EDITOR’S VIEW
7KLV�LV�D�SDUW�RI�WKH�$'9$1&(�WULDO�ZKHUH��������SDUWLFLSDQWV�ZLWK�W\SH���GLDEHWHV�PHOOLWXV��7�'0��ZHUH�HQUROOHG�
WR�H[DPLQH�IRU�WKH�GHYHORSPHQW�RI�PLFURYDVFXODU�GLVHDVH��PDFURYDVFXODU�GLVHDVH��DQG�GHDWK�DV�DVVRFLDWHG�ZLWK�
DJH��DJH�DW�GLDJQRVLV��DQG�GXUDWLRQ�RI�GLDEHWHV��0LFURYDVFXODU�HYHQWV��PDFURYDVFXODU�HYHQWV��DQG�GHDWK�ZHUH�DOO�
ZHOO�FRUUHODWHG�ZLWK�WKH�GXUDWLRQ�RI�GLDEHWHV��0DFURYDVFXODU�HYHQWV�DQG�GHDWK�ZHUH�DVVRFLDWHG�ZLWK�DJH�DQG�DJH�
DW�GLDJQRVLV��%XW�DPRQJ� WKH�\RXQJHU�SDWLHQWV�� DQ� LQWHUDFWLRQ�EHWZHHQ� WKH�GLDEHWHV�GXUDWLRQ��DJH�� DQG�ULVN� IRU�
PLFURYDVFXODU�HYHQWV�ZDV�LGHQWL¿HG��P� ���������SRLQWLQJ�WRZDUG�WKH�IDFW�WKDW�WKHVH�SDWLHQWV�DUH�DW�LQFUHDVHG�ULVN�
IRU�PLFURYDVFXODU�FRPSOLFDWLRQV�

$JH�DW�GLDJQRVLV�SUHGLFWV�PRUWDOLW\�DQG�PDFURYDVFXODU�GLVHDVH��ZKLOH�PLFURYDVFXODU�GLVHDVH�LV�UHODWHG�WR�GXUDWLRQ�
RI�GLDEHWHV�

,PSDFW�RI�$JH��$JH�DW�'LDJQRVLV��DQG�'XUDWLRQ�RI�'LDEHWHV�RQ�WKH�5LVN�RI�
0DFURYDVFXODU�DQG�0LFURYDVFXODU�&RPSOLFDWLRQV�DQG�'HDWK�LQ�7\SH���'LDEHWHV
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Abstract: To compare the risk of major adverse 
cardiovascular events (MACE) and mortality for combination 
therapies with metformin and either sulphonylurea (SU) or 
dipeptidyl peptidase-4 inhibitor (DPP-4i).
Data were from the UK Clinical Practice Research Datalink 
(CPRD). Patients with type 2 diabetes mellitus (T2DM) were 
selected if initiated with combination therapies comprising 
metformin plus SU or DPP-4i 2007–2012. The coprimary 
end points were all-cause mortality and MACE (myocardial 
infarction or stroke). Times to endpoints were compared 
using Cox proportional hazards models. Additional analyses 

were performed on subsets matched directly on key 
characteristics and by propensity score.
A total of 33,983 patients were prescribed SU and 7,864 
DPP-4i, and 5,447 patients in each cohort could be matched 
directly and 6,901 by propensity score. In the main analysis, 
there were 716 MACE events and 1,217 deaths. Crude event 
rates for MACE were 11.3 events per 1000 person-years 
(pkpy) for SU, versus 5.3 pkpy for DPP-4i. For all-cause 
mortality, rates were 16.9 versus 7.3 pkpy, respectively. 
)ROORZLQJ�DGMXVWPHQW��WKHUH�ZDV�D�VLJQL¿FDQW�LQFUHDVH�LQ�WKH�
adjusted hazard ratio (aHR) for all-cause mortality in those 
exposed to SU across all analytical models: aHR = 1.357 
(95% CI 1.076-1.710) for all subjects, 1.850 (1.245–2.749) 
directly matched, and 1.497 (1.092–2.052) propensity-
matched. For MACE, aHR was 1.710 (1.280–2.285) for all 
subjects, 1.323 (0.832–2.105) directly matched, and 1.547 
(1.076–2.225) propensity-matched. There was a reduction 
in all-cause mortality for patients treated with metformin 
combined with DPP-4i versus metformin plus SU, and a 
similar trend for MACE.

(Morgan CL, Mukherjee J, Jenkins-Jones S, et al. Diabetes Obes 
Metab. 2014;16(10)977–83.)

EDITOR’S VIEW
7KH� VWXG\� FRPSDUHG� WKH� GLIIHUHQFHV� LQ� DOO�FDXVH�PRUWDOLW\� DQG�PDMRU� DGYHUVH� FDUGLRYDVFXODU� HYHQWV� �0$&(��
LQ� GLDEHWLF� SDWLHQWV� XVLQJ� D� PHWIRUPLQ±VXOIRQ\OXUHD� FRPELQDWLRQ� �68�� n�  � �������� ZLWK� WKH� SDWLHQWV� XVLQJ� D�
PHWIRUPLQ±'33���LQKLELWRU�FRPELQDWLRQ��n� ���������

5HVXOWV�VKRZHG�JUHDWHU�DOO�FDXVH�PRUWDOLW\�ULVN��D+5� ������������&,�������±�������DQG�JUHDWHU�ULVN�IRU�&9�HYHQWV�
�D+5� ������������&,�������±�������ZLWK�D�PHWIRUPLQ±68�FRPELQDWLRQ�YHUVXV�PHWIRUPLQ�'33���FRPELQDWLRQ��
7KLV�VWXG\�IDYRUV�WKH�XVH�RI�PHWIRUPLQ�'33���FRPELQDWLRQ�RYHU�WKH�XVH�RI�PHWIRUPLQ±VXOIRQ\OXUHD�FRPELQDWLRQ�

&RPELQDWLRQ�7KHUDS\�ZLWK�0HWIRUPLQ�3OXV�6XOSKRQ\OXUHDV�9HUVXV�0HWIRUPLQ�
3OXV�'33���,QKLELWRUV��$VVRFLDWLRQ�:LWK�0DMRU�$GYHUVH�&DUGLRYDVFXODU�(YHQWV�
DQG�$OO�&DXVH�0RUWDOLW\
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Raz et al. studied the incidence of pancreatitis and pancreatic 
cancer in the SAVOR-TIMI 53 trial in a total of 16,492 type 
��GLDEHWHV�PHOOLWXV��7�'0��SDWLHQWV�����\HDUV�RI�DJH�ZLWK�
established cardiovascular (CV) disease or CV risk factors. 
The patients were randomized to saxagliptin or placebo and 
followed for 2.1 years. Outcome measures were investigator 
reported with blinded expert adjudication of total pancreatitis 
(acute and chronic) and reported cases of pancreatic cancer.
Trial investigators reported 35 events of pancreatitis in each 
treatment arm in 63 patients (33 [0.40%] in the saxagliptin 

arm and 30 [0.37%] in control arm), with a hazard ratio (HR) 
of 1.09 (95% CI 0.66–1.79, P� ��������$QDO\VLV�FRQ¿UPHG�
pancreatitis in 24 patients (26 events) in the saxagliptin 
arm (0.29%) and 21 patients (25 events) in placebo arm 
(0.26%), with an HR of 1.13 (0.63–2.06, P = 0.77). Cases 
RI�GH¿QLWH� DFXWH�SDQFUHDWLWLV�ZHUH� FRQ¿UPHG� LQ���� �������
versus 9 (0.1%) (HR 1.88 [0.86–4.41], P� �������� GH¿QLWH�
plus possible pancreatitis in 22 versus 16 (HR 1.36 [0.72–
2.64], P = 0.42), and chronic pancreatitis in 2 versus 6 (HR 
0.33 [0.05–1.44], P = 0.18) in the saxagliptin and placebo 
arms, respectively. 
No differences in time to event onset, concomitant risk 
factors for pancreatitis, investigator-reported causality from 
study medication or disease severity, and outcome were 
found between treatment arms. The investigators reported 
5 and 12 cases of pancreatic cancer in the saxagliptin and 
placebo arms, respectively (HR 0.42 [0.13–1.12], P = 0.09).
Thus the SAVOR-TIMI 53 trial showed that, within 2.1 years 
of follow up, risk for pancreatitis in T2DM patients treated 
with saxagliptin was low and apparently similar to placebo, 
with no sign of increased risk for pancreatic cancer. Further 
studies are needed to completely resolve the pancreatic 
safety issues with incretin-based therapy.

(Raz I, Bhatt DL, Hirshberg B, et al. Diabetes Care. 2014;37(9) 
2435–41.)

EDITOR’S VIEW
,Q�WKLV�VWXG\��WKH�LQFLGHQFH�RI�SDQFUHDWLWLV�RU�SDQFUHDWLF�FDQFHU�EHWZHHQ�WKH�WUHDWPHQW�JURXS�ZLWK�VD[DJOLSWLQ�DQG�
SODFHER�JURXSV�LQ��������SDWLHQWV�ZLWK�W\SH���GLDEHWHV�PHOOLWXV��7�'0��ZLWK�FDUGLRYDVFXODU�GLVHDVH�RU�ULVN�IDFWRUV�
ZHUH�HYDOXDWHG��$IWHU�D�IROORZ�XS�SHULRG�RI�����\HDUV��QR�GLIIHUHQFH�ZDV�REVHUYHG�LQ�WKH�LQFLGHQFH�RI�SDQFUHDWLWLV�
RU�SDQFUHDWLF�FDQFHU�EHWZHHQ�WKH�WUHDWPHQW�DQG�SODFHER�JURXSV�

7KHVH�¿QGLQJV�HVWDEOLVK�WKDW�WUHDWPHQW�RI�7�'0�SDWLHQWV�ZLWK�GLSHSWLG\O�SHSWLGDVH���LQKLELWRUV�VXFK�DV�VD[DJOLSWLQ�
OLNHO\�GRHV�QRW�LQFUHDVH�ULVN�IRU�SDQFUHDWLWLV�RU�SDQFUHDWLF�FDQFHU��7KH�VWUHQJWK�RI�WKH�VWXG\�QXPEHU�RI�WKH�SDWLHQWV�
LV�QRW�QHJOLJLEOH�

,QFLGHQFH�RI�3DQFUHDWLWLV�DQG�3DQFUHDWLF�&DQFHU�LQ�D�5DQGRPL]HG�&RQWUROOHG�
0XOWLFHQWHU�7ULDO��6$925�7,0,�����RI�WKH�'LSHSWLG\O�3HSWLGDVH���,QKLELWRU�
6D[DJOLSWLQ


