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Abstracts: Objective To examine whether androgen deprivation therapy (ADT) is associated with increased risk of diabetes in men
with prostate cancer (PCa). Methods The study data were systematically searched from Medline, Embase, and Cochrane Library
Central Register. Studies comparing ADT vs control aimed at treating PCa, reporting diabetes as outcome were included. Results
Eight studies met inclusion criteria with a total of 65 695 ADT users and 91 893 non-ADT users investigating the relationship between
ADT and diabetes. The incidence of diabetes was 39% higher in ADT groups, and significant association was observed in overall
analysis [RR = 1.39, 95%CI(1.27—1.53), P < 0.01]. In subgroup-analyses stratified by ADT types, diabetes was found to be
significantly associated with gonadotropin-releasing hormone (GnRH) alone [RR = 1.45, 95%CI(1.36 —1.54), P < 0.01), GnRH plus
oral anti-androgen (AA) [RR = 1.40, 95%CI1(1.01—1.93), P < 0.01] and Orchiectomy [RR = 1.34, 95%CI(1.20—1.50), P < 0.01], but
not with AA alone [RR = 1.33, 95%CI(0.75—2.36), P = 0.33]. Conclusions ADT, especially GhRH alone, GnRH plus AA and
orchiectomy can increase the incidence of diabetes in patients with PCa.
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Table 1 Basic information of included studies and data extraction

%41‘?%‘ ke il PR 52 S FEARRTDY R I RR { (95%CI)
i) it T R Xt 5
Lage 2, 200721 ICD-9 code 250.XX 7250 1231 64.48+9.63 JEL#HJFiE  ADT 1.36(1.07, 1.74)
Keating 2%, 2006"  ICD-9 codes 250.XX 41575 26570 742458 (XM GnRH 1.44(1.34, 1.55)
5050 SEAPIBAR  1.34(1.20,1.50)
Alibhai %%, 200917 ICD-9-CM codes250 19079 19079 75+6.3  AEk#9rik ADT 1.24(1.15, 1.35)
Keating 2%, 2010 ICD-9codes250.XX 23823 13065  66.9+8.6 (X[  GnRH 1.48(1.31, 1.67)
1230 AA 1.33(0.75, 2.36)
1829 GhRH+AA  1.40(1.01, 1.93)
268 SARYIRA  1.36(0.79, 2.31)
Cleffi 2%, 20110 I =110 mg/dL 25 54  7328+7.71 EE¥wWrik  ADT 2.16(0.68, 6.85)
Basaria £, 200617 L =126 mg/dL 17 18 702+18  AEEFTIE ADT 3.78(0.93, 15.33)
Braga-Basaria 4%, I =110 mg/dL 18 17 69.9£7.8  FEZFYTILE  GnRH 3.90(1.32, 11.51)
200619 3 2 HYIBRA
Morote 25, 20142 1§ =110 mg/dL 53 106 72+11 2849715 GnRH 1.80(0.90, 3.59)
e R [@‘iﬁff R AR PR 15 B B Y WA, UFYE AtOS/AHRQ
/4 ADT Non-ADT 37 oy
Lage %%, 20074 1.5 110 507 i3 magnifi SE80 AT EAE  BAAIRKTE, 2a 7
J# (2000-2005)
Keating %, 20061¢! 455 4069 3954 SEER (1992-1999) BAFIIEST, 28 8
Alibhai 2%, 20091 6.47 1392 1181 ICES (1995-2005) BAFIRIEST, 22 9
Keating %%, 201012 2.6 1508 1307 BHEANETEREIE AR, 2a 7
(2001-2004)
Cleffi 4%, 20110 EXi 14 3 KAk REMTIEATST, 32 8
Basaria %, 20067 KR 8 2 FHhid FEWIHTSE, 32 6
Braga-Basari %%, 2006181 Ak 13 3 Ak MEWTIBETT, 32 8
Morote %, 20142 KR 22 30 Ffhid WEWTTEANST, 32 6
SEER: JATWIE Jim iR ICES: IMIRPPALRLE Phex

SEER: Surveillance, Epidemiology and End Results; ICES: Institute for Clinical Evaluative Sciences
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DL ZE R T 5. LR 2,

ADT Non-ADT
r 1T 1 Risk Ratio
No. of Total of  No. of Total of o Favours ADT Favours Non-ADT
Study Events  Patients Events  Patients h. Rindiom, 530+
Alibhai et al, 2009 1,392 19,079 1,181 19,079 1.25[1.13,1.37) =
Lage et al, 2007 110 1,231 507 7,250 1.36[1.07, 1.74) ——
Keating et al, 2006 4,069 31,620 3,954 41,575 1.41[1.30, 1.52) =
Keating et al, 2010 1,508 13,620 1,307 23,823 1.46 [1.30, 1.64) -
Morote et al, 2014 22 53 30 1086 1.80 [0.90, 3.59] T
Cleffi et al, 2011 14 54 3 25 2.16[0.68, 6.85] !
Basaria et al, 2006 8 18 2 17 3.78[0.93, 15.33] ! >
Braga-Basaria etal, 2006 13 20 3 18 3.80[1.32, 11.51] :
Total (95% Cl) 7,136 65,695 6,987 81,893 1.39 [1.27, 1.53] ‘
Heterogeneity: P = 0.10; /%= 42% 0}5 4 ; ;_ é :G

Test for overall effect: P < 0.00001

Risk Ratio (95% Cl)

1 EBITEX PCa BEERFRREHIFM
Fig. 1 effect on incidence rate of diabetes in patients with PCa by ADT

ADT non-ADT .
Sub groups event/total event/total RR (95%CL) P
Types of ADT
AA 97/1230 1307/23823 1.33 (0.75, 2.36) - 0.33
GnRH 4732/39635  5261/65398 1.45 (1.36, 1.54) = <0.01
GnRH+AA 164/1829 1307/23823 1.40(1.01,1.93) —a— 0.04
Orchiectomy 584/5318 5261/65398 1.34 (1.20, 1.50) - <0.01
Overall 4136/65695  6987/91893  1.39 (1.27,1.53) <> <0.01
L [
0.5 1.0 20

-

Favours treatment  Favours control

2 EBFEARTIERMITAS LR
Fig. 2 Sub-analysis result of ADT in different interventions
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ADT Non-ADT
I 1 I 1 2 .
No. of Total of  No. of Total of R Favours ADT | Favours Non-ADT

Study Events  Patients Events  Patients IV. Random, 95% CI .

Alibhai et al, 2009 1,392 19,079 1,181 19,079 1.25[1.13, 1.37] -

Lage et al, 2007 140 1231 507 7250 1.36 [1.07, 1.74) —
Keating et al, 2006 4,089 31,620 3,954 41,575 1.41[1.30, 1.52) 1.-_

Keating et al, 2010 1,508 13,620 1,307 23,823 1.46 [1.30, 1.64] il
Total (95% CI) 7,079 65,550 6,949 91,727 1.37[1.26, 1.47] ’
Heterogeneity: P = 0.15; 1°= 44% 0'_7 1 ' 17.5 ;
Test for averall effect: P < 0.00001 Risk Ratio (950/0 Cl)

3 BUEMNIER

Fig. 3 Result of sensitivity analysis

% 2 RFTIREH Egger’s & Begger’s Ik 45 R
Table 2 Result of Egger’s and Begger’s test of publication bias

KT - FEA 15 Badr e ionlll RR H(95%C1) Bfegg’s it} Eggfar’s
H o P 1? (%) Py Kriti(P)
ADT vs Non-ADT 8 65695 91893 <0.01 42 1.39 (1.27-1.53) 0.806 0.261
AAVvs Non-ADT 1 1230 23823 033 |/ 1.33 (0.75-2.36) 1.000 0.653
GnRH vs Non-ADT 2 39635 65398 <0.01 O 1.45 (1.36-1.54) 1.000 0.125
GnRH + AAvs Non-ADT 1 1829 23823 004 / 1.40 (1.01-1.93) 0.296 0.501
Orchiectomy vs Non-ADT 2 5318 65398 <001 O 1.34 (1.20-1.50) 0.734 0.456
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