Journal of Diabetes Investigation Open access

Official Journal of the Asian Association for the Study of Diabetes

JDI

ORIGINAL ARTICLE

Distinct developmental trajectories of body
mass index and diabetes risk: A 5-year
longitudinal study of Chinese adults

Haijiang Dai'2(®), Fei Li', Nicola Luigi Bragazz®, Jiangang Wang?®, Zhiheng Chen?, Hong Yuan', Yao Lu"

'Center of Clinical Pharmacology, The Third Xiangya Hospital, Central South University, Changsha, Hunan, China, “Center for Disease Modeling, Department of Mathematics and
Statistics, York University, Toronto, Ontario, Canada, and 3Depar‘tmem of Health Management, The Third Xiangya Hospital, Central South University, Changsha, Hunan, China

ABSTRACT

Aims/Introduction: This longitudinal study aimed to explore whether distinct develop-
mental trajectories of body mass index (BMI) would be predictive of diabetes risk in gen-
eral Chinese adults.

Materials and Methods: A total of 4,519 participants aged >18 years who were free
of diabetes in 2011 (baseline of the current analysis) were enrolled in this study. All partici-
pants completed a medical examination every year during 2011-2016, and BMI levels
were measured two to six (average 5.6) times. Group-based trajectory modeling was
applied to identify BMI trajectories over time. New-onset diabetes was confirmed in 2016.
Results: During 2011-2016, four distinct BMI trajectories were identified according to
BMI range and changing pattern over time: “low” (19.6%), “moderate” (33.4%), “moderate-
high” (334%) and "high” (13.6%). A total of 168 (3.7%) new-onset diabetes cases were con-
firmed in 2016. Compared with the “low” BMI trajectory, participants in the “high” BMI tra-
jectory were at significantly higher risk for new-onset diabetes (adjusted relative risk 3.24,

Keywords
Body mass index, Diabetes, Trajectory

*Correspondence

Yao Lu

Tel. +86-731-8861-8319
Fax: +86-731-8861-8319
E-mail address:
luyao0719@hotmail.com

J Diabetes Investig 2020; 11: 466-474

doi: 10.1111/jdi.13133

95% confidence interval 1.27-8.24). Notably, BMI trajectories based on the first four or
three annual BMI tests yielded similar results. By contrast, no significant correlation was
found between categories of baseline BMI and new-onset diabetes in 2016 after multivari-

ate adjustment.

Conclusions: The present results show that distinct BMI trajectories, even identified
using just four or three annual BMI tests, are significantly associated with new-onset dia-
betes. Monitoring BMI trajectories over time might provide an important approach to
identify subpopulations at higher risk for developing diabetes.

INTRODUCTION

Diabetes is a major and growing health concern worldwide'. In
China, the prevalence of diabetes has increased sharply, from
0.67% in 1980, to 10.9% in 2013, as a result of considerable
changes in lifestyles and aging’. Meanwhile, the overall mortal-
ity, disability-adjusted life-years and economic costs attributable
to diabetes are showing rapid growth in China>’. Previous
studies suggested that early detection and treatment of diabetes
would substantially reduce the related morbidity and mortal-
ity*®. However, current diagnostic procedures, including fasting
blood glucose test, oral glucose tolerance test and hemoglobin
Alc test, are not suitable for large-scale population screening in
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a developing country, such as China. Therefore, using a simple
method to identify subpopulations at higher risk for diabetes
would critically inform prevention efforts.

Obesity, commonly classified using a simple index — body
mass index (BMI) — is well recognized as the major risk fac-
tor for diabetes. However, previous studies were often based
on BMI at a certain point, regardless of the effect of long-
term BMI changes on diabetes risk”*. Hence, understanding
the heterogeneity of diabetes risk by exploring the distinct
patterns of BMI changes might carry new insights into dia-
betes prevention. In addition, in China, the incidence of dia-
betes is high, despite a relatively low prevalence of obesity,
implying that the effect of BMI on diabetes might differ
across various racial/ethnic groups’.
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Group-based trajectory modeling (GBTM) is a type of latent
class growth analysis that can identify distinct clusters of indi-
viduals who are following similar BMI trajectories'®. This
method assumes that individual differences in trajectories can
be summarized by a finite set of different polynomial functions
of time'!. In the past years, this method has been successfully
used to examine the association between BMI trajectories and
the risk of hypertensionlz, cancer ™" and all-cause mortal-
ity'®"”. However, to date, just a few studies have explored the
association between BMI trajectories identified by GBTM and
diabetes risk'®'®. Whether distinct BMI trajectories would be
predictive of diabetes risk in general Chinese adults is still
unknown. To address the gap, by using repeated measurements
of BMI in a longitudinal cohort of Chinese adults, we aimed to
examine the association of distinct BMI trajectories with new-
onset diabetes.

METHODS

Study population

The Health Management Center of Third Xiangya Hospital,
Changsha, Hunan, China is one of the largest medical examina-
tion centers in China, mainly servicing employees from hun-
dreds of institutions in Changsha. Of these institutions, 127
continuously chose the center for their annual employee medi-
cal examinations during 2011-2016. In the present study, we
retrospectively recruited 5,004 participants from the 127 institu-
tions. All participants were aged >18 years and had completed
a medical examination every year during 2011-2016 (Figure 1).
The present study was in accordance with the guidelines of the
Declaration of Helsinki and was approved by the Medical
Ethics Committee of Third Xiangya Hospital. All participants
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Figure 1 | Timeline of annual visits and study design. At baseline, all
participants were free of diabetes. New-onset diabetes was confirmed
in 2016. (a) The primary analysis identified distinct body mass index
(BMI) trajectories using six BMI tests (during 2011-2016). Regression
models were then constructed to examine the association between
distinct BMI trajectories and new-onset diabetes. (b,c) Secondary
analyses reconstructed the regression models after identifying distinct
BMI trajectories using four and three BMI tests.
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signed an informed consent form and agreed to share their
health information for medical research.

Because diabetes is our primary outcome variable, 94 partici-
pants who had missing data on diabetes in 2011, and 288 par-
ticipants who were diagnosed with diabetes in 2011 were
excluded from this study. Meanwhile, 56 participants who had
missing data on the diagnosis of diabetes in 2016 were also
excluded. In addition, as the calculation of BMI trajectories
required at least two BMI tests”>*', we further excluded 47 par-
ticipants who could not meet this criterion. Finally, 4,519 par-
ticipants were deemed eligible for the present study.

Diagnosis of diabetes

Venous blood samples were collected in the morning after
overnight fasting for 8-12 h and then transfused into ethylene-
diaminetetraacetic acid-containing vacuum tubes. Blood samples
were stored at —20°C until analyzed. The concentration of fast-
ing blood glucose was determined by enzymatic colorimetric
assay using an automated analyzer (Hitachi 7600-110; Hitachi,
Tokyo, Japan) at the central laboratory of Third Xiangya
Hospital. The intra-assay coefficients of variation for blood glu-
cose were <2.5%. Diabetes was defined by the presence of any
of the following: (i) self-reported doctor-diagnosed diabetes; (ii)
current use of insulin or oral hypoglycemic agents; and (iii)
fasting blood glucose >7.0 mmol/L*.

Assessment of BMI

Bodyweight, height and waist circumference were measured to
the nearest 0.1 kg or 0.1 cm, with participants wearing light
clothes and no shoes. BMI was calculated as bodyweight in
kilograms (kg) divided by the square of height in meters (m?).

Assessment of potential covariates

Information on demographic variables (age, sex, race, occupa-
tion and marital status), lifestyle factors (cigarette smoking and
alcohol consumption) and medical history were obtained by
well-trained interviewers using standardized questionnaires. A
total of 11 racial groups, including Han, Miao, Tujia, Hui,
Zhuang, Bai, Dong, Man, Yao, Mongolian and Xibo, were iden-
tified in our study sample. For the analyses, just two categories
were considered: Han and all other minorities. Occupation was
classified into seven groups according to the types of institu-
tions.

Blood pressure (BP) was measured to the nearest 0.1 mmHg
in a sitting position after a 10-min rest. Using a corrected mer-
cury sphygmomanometer, two readings were obtained for both
systolic and diastolic BP, with a 30-s interval. The mean of the
two readings was considered as the participant’s BP. If the two
readings differed by >5 mmHg, BP was re-measured, and the
participant’s BP was finally calculated as the average of the
three readings. Hypertension was defined as systolic BP
>140 mmHg and/or diastolic BP >90 mmHg, or self-reported
doctor-diagnosed hypertension, or current use of antihyperten-
sive agents™.
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Other biochemical measurements, including total cholesterol,
triglycerides, hemoglobin, creatinine and uric acid, were also
taken at the central laboratory of Third Xiangya Hospital.

Details about the measurement methods were published previ-
ously”>**,

Statistical analysis
All analyses were carried out using Stata version 14.0 (Stata
Corp., College Station, TX, USA). The BMI trajectories were
determined by GBTM, fitted using the user-written “traj” pro-
cedure in Stata'®”’. We used censored normal distribution to
model BMIL. We chose the number and shape (i.e., intercept,
linear, quadratic and cubic) of BMI trajectories following the
criteria: lowest Bayesian information criterion, high posterior
probabilities (>0.7) and >5% of total sample in a trajectory
group. In a step-by-step manner, we finally decided on the
best-fitting model with four linear trajectories (Figure 2).
Baseline characteristics of the study sample were summarized
as the median (interquartile range) for continuous variables,
and as the number (percentage) for categorical variables. Com-
parisons of baseline characteristics by distinct BMI trajectories
were assessed using Kruskal-Wallis test for continuous vari-
ables, and the y’-test for categorical variables. Trends in base-
line characteristics across distinct BMI trajectories were assessed
using Spearman’s correlation for continuous variables, and the
Cochran—Armitage trend test for binary variables. Modified
Poisson regression models, using the robust error variance®,
were used to estimate the relative risks (RRs) for new-onset dia-
betes in 2016. All potential covariates in the regression models
were collected at baseline. Missing values of potential covariates
were assumed to be random, and were handled using multiple
imputation with chained equations®. As approximately 30% of
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Figure 2 | Group-based trajectory modeling used to determine distinct
body mass index (BMI) trajectories. Distinct BMI trajectories were
identified using six BMI tests (during 2011-2016).
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the study sample had missing values on at least one study vari-
able, we generated 30 imputed datasets in the imputation mod-
els””. To optimize the imputation, we added all study variables
into the imputation models>’.

Statistical interactions between BMI trajectories and sex
(male vs female), age (<45 vs >45 years) and impaired fasting
glucose (fasting blood glucose <5.6 vs >5.6 mmol/L) in relation
to risks of new-onset diabetes were examined using likelihood
ratio tests in the regression models. To compare with tradi-
tional methods based on baseline BMI, we excluded 196 partici-
pants who had missing values on baseline BMI in a secondary
analysis. To explore whether BMI trajectories based on fewer
BMI tests could predict new-onset diabetes in 2016, we further
examined the association of BMI trajectories identified using
just four or three annual BMI tests with new-onset diabetes in
2016 (Figure 1).

RESULTS

Baseline characteristics of study participants by distinct BMI
trajectories

Of the 4,519 participants, 2,438 (53.9%) were men, and the
median age at baseline was 42.0 years (interquartile range 32.0—
57.0 years). Based on the BMI range and changing pattern dur-
ing 2011-2016, four linear BMI trajectories were identified in
these participants (Figure 2). Table 1 shows the baseline char-
acteristics of the study participants by distinct BMI trajectories.
Participants belonging to the “high” BMI trajectory were more
likely to be older, male, current smoker and current alcohol
drinker at baseline, and they tended to have an increased
prevalence of hypertension, as well as higher levels of BMI,
waist circumference, fasting blood glucose, total cholesterol,
triglycerides, hemoglobin, creatinine and uric acid at baseline.
In addition, the percentages of occupation, married status and
use of antihypertensive at baseline were also significantly differ-
ent across distinct BMI trajectories. However, there was no sig-
nificant difference in race and family history of diabetes by
distinct BMI trajectories.

Association between distinct BMI trajectories and diabetes risk
A total of 168 (3.7%) new-onset diabetes cases were identified
in 2016. As shown in Table 2, the incidence of new-onset
diabetes progressively increased from the “low” to “high” BMI
trajectory (0.6, 2.0, 5.1 and 9.1%, respectively). In model 1
adjusting for age and sex at baseline, the RR for new-onset
diabetes in the comparison between the “high” and “low”
BMI trajectory was 9.17 (95% confidence interval [CI] 3.67—
22.89). After further adjusting for all other potential covariates,
the risk was attenuated and the RR for new-onset diabetes in
the comparison between the “high” and “low” BMI trajectory
was 3.24 (95% CI 1.27-8.24). No significant interactions were
observed between distinct BMI trajectories and sex, age and
impaired fasting glucose in relation to risks of new-onset dia-
betes (P-values for interactions were 0.520, 0.389 and 0.849,
respectively).

468

J Diabetes Investig Vol. 11 No. 2 March 2020

© 2019 The Authors. Journal of Diabetes Investigation published by AASD and John Wiley & Sons Australia, Ltd



w
-
v
-
(-4
<
-l
<
4
[U)
-5
o

E
a
=
8
[T}
2
Lo
T
T
c
[}
"
=
=
g
o=
g
-
=
[

I/jdi

journa

brary.com/j

ine

/Iwileyonli

http:

SU} pUe ‘s3|geLieA SNONURUOD 10 UORE[2uOoD suewiesds Buisn pajendjed aie puall 10} senjeA-d, ‘S3[qeueA [eduobaled 10} 1531-,X au pue ‘s3jgerieA SNONURUOD 10} 159}

"9DURIJUINDIID ISIEM DN "SD|CeLeA Aleulq 1oy 159} puai) abe)WIy—UeIyD0D)

llep—ex sy Buisn

P1B|NJIRD BIe SAN|RAdy (91071 LOZ PUUNpP) S1531 NG XIS Buisn paynusp! a1om sauoafen (Ag) Xopul ssew Apog 1ounsiq (9) U 1o (2buel 3jiuenbiaiul) uejpsul se paaussaid aiam eleq

L000> L000> 00Lr—0S60) 005€ 0668190 06l€ (081€-0600) 0'S5C (089¢—07€81) 091¢ (06r£—0120) 0C8C (1/10wr) pe sun
L000> L000> 0%8-059) 06/ (0'18-009) 0° ¢/ (0€/~0¢%) 019 019-009) 0SS (0'8/-0%5) 099 (1/1ow) suiunean
L000> L000> (0osl—geel) omi (O8rl-00¢El) SOPL (oorl-ocel) o6cL (0ze |oo_: 0sclL Ovrl-0¥cl) oeel (1/6) uigojbowsH
L000> L000> (Ere-0Cl) ¢ 06'1-660) /E1 (P'1—€£0) 00'L (90'1-¢90) mm.o ((91-6£0) m_ L (1/10uil) sapLadA|BL |
L000> L000> (S5-€1) 6 (G5€1) 8 (€5-11) 9 o 6% v €5y (1/1oww) |o1R1s9(0Y2 [R10]
L000> L000> 9581 ¢ (G58P) 1 @5 m (1661 & (€51 O (1/10uiw) 8s0dN|b poojq bunseq
1000> 1000> (81) m_ (h) @ 09 1 Lo (06) Bv (96) anisusuadAYnUe JO BN
L000> L000> (SSk) 0/C ©680) omv @€ L 89 @10 9v6 (96) uoIsuSRAAH
€060 8960 (S) o 84 £ 62 m: (V/) 59 (L0 e (%) s319qeIp Jo Aioisiy Ajiued
L000> 1000> 626) L0S 6¢€6) m@m L (£¥8) 801l 604) S¢S (€98) SL¥'E (%) sn1exs pauiey
L000> L000> (V/1) 09¢ ©12) £08 915 809 (€8¢) 65¢ (1'09) ¥€0C (%) JquUp |OYOd[e JUBLND
L000> L000> O¥) 6CC (G9¢) omv (rel) 6€C (G6) LL (§97) 686 (96) JHOWS JUaLND

82 8y ©9 o (€9) 08 89 LS 09 %N SI9YI0

61) 8¢ £ (CrolVas ©0) 8 (Cral SISO 2110d

@ 9 @) € 09 16 (75) 8 (U vwmm SIHOM Hueg

(L) 6 s @mm (¥80) 6¢1 (66€) €5¢ :vmv 060'L SIDHOM [BIIPSIN

861) £ s wmm (@9L) ¥ O6l) 891 ol) /¥l SIHIOM BIDIN

©09 (S7) 8 (L€) 95 ©0) 9 ﬁ €) 991 slo1eonpg

— 1000> (Fe9) wmm (009) mmm (08¢) .5 (097) 0gC ®'1¥) /88l SIUBAISS [IAD
(9%) uonedn>o0

(€€ 0C (I'y) 29 (50 8¢ (¢ €€ (r'e) €51 SonUouIW IBLO

/.50 010 (£96) 065 656) €'l (G16) 99¥'L (€96) 158 (996) 05 ueH
(%) @28y
L000> L000> (096-088) 0°¢6 (088—008) 0S8 008-012) 062 01019 049 0/8-014) 008 (WD) DM
L000> 1000> (C6C—€10) T8C 65— mm Ece-1'lo) 0ce (10c=68l) ¥'6 (96600 veC (;w/By) g
L000> L000> ©¢€8) €15 (CRYARS (80r) 919 (Oraq) vm (6€9) 8ev'T (%) 9_W
L000> L000> 0€9-025) 0Ly 019-02£) o@ 06501E) Ol 0er—0/0) Oce (0/5-07¢) 0ty (s1eah) oby

(rlo=u 0Ls'L =u) (LISl =u) (88 = U)
UbIH ¥ yoIy-21eIPOWN € SIRIBPON T Mo 1| 6L5Y =)

puai o} 4 ONeAd AKioafel | Kioafel| Kioafel| Kioafel| |eYoL S|qgeLeA

saloa(en Xapul ssew Apog puisip Aq syuedpived Apnis Jo sonsusideseyd aulsseg | | djqeL

469

J Diabetes Investig Vol. 11 No. 2 March 2020

© 2019 The Authors. Journal of Diabetes Investigation published by AASD and John Wiley & Sons Australia, Ltd



w
-l
v
-
-4
<
-
<
=
O
-4
o

brary.com/journal/jdi

//wileyonlinell

http:

"9l 1O PRASNIPe JBYUN 17 [SPOA; "SUIIRSe] 18 X3S pue obe 1o} paisnipe 3|

MISU 9AIRIRI ‘YY sauodafel NG JO suomodoid Syl YiM JUSISISUOD 1M SUOISIAID 9U L “APAIdRdsal ‘49°€ | pue €€ €S ‘061
2Jem syuedipied 4o suomodord syl ‘dnoib YUNo} 01 1S SY1 WO, NG SUIISEq U0 uoneudiojul Buissius pey oym (43| stuediived €z¢) siuediied 961 Bupnpxe Ag Ino pauied sem
sisAjeue AUAISUSS :G [PPO,, BUIfaSeq 18 sa1egelp 4O AIolsiy Ajiuuey pue asodn|b poojd bunisey Joj paisnipe Jauyuny 4 [SPOJA), DUIRSeq 1 PIde DN pue SUILRe.D ‘UIGo|bowaY 'SopusAIoLL

‘|0JR1S2[0Y [e10} ‘DAISUSURAAYRUE JO SN ‘UOISUSHRAAY JO SISOUBRIP JOj PRASNIP. JSUYUNY € [SPOJA "BUIIBSE] 18 SNIeIs PIUIBW PUE JSHULP [0UOD[e JUSLIND USHOUIS JUSLND ‘Uohedndd0

[PPOW, (910z—L 10T Buunp) 133 G XIS Buisn payauspl a1om seLoa(es (JNG) XSpul ssewd Apog pUBsIq

8000 L000> L000> L000> pua1} o} anjen
- (S5E+480) €1 /s—€€1) 9L (€06—17) OV (S001-0¥2) T6F /) 08 080'L (9'6¢<) ajuenb yuno4
- (S67-£90) i1 08%-80°1) 87¢C (8£9-9%'1) SO€ (969+971) 8£°€ ) 1S 180'L (957> 01 S¥¢g) B|enb pay |
- (L8'1-L£0) €80 (EV7—SK0) Y01 697-050) 9L'L (887-550) 9’| 1) Sl 601 (> 01 >600) 3livenb puodss
- (Y) 001 (=Y) 001 y) 001 (@2Y) 001 80 6 €80'1 (607>) B|uenb 1514
©¢) ss1 cTey (ss[enb) NG auleseg
0200 L000> L000> L000> pua1} o} anjen
- (I¥'€-290) St/ (ST9-81'l) 7L¢C @L01—L0D) 1LY 60T1-9€7) ¥E'S (€9) 61 885 (0479 dnoib yuno4
- (80€—£50) €1 61-560) 91T 6EL~L¥1) OS€ (0z8—891) LL€ (S9) 6/ 24! (O/z> 01 59¢€7) dnoib pay |
- (89'1-0£0) 120 (87C6£0) ¥60 ©OLT—1¥0) L' (867—€50) 9’| 1) 0¢ ! (9€z> 03 S#07) dnoib puodS
- (2Y) 001 () 001 () 001 () 001 (80) £ 88 (¥0z>) dnoib 15114
©¢) sS1 crey 1+(sdnolIf) |Ng sulEseg
1000 000> L000> L000> L000> pua1} o} anjen
(L1I/-601) 6/ (vz8—LT1) ¥T€ @S€l—1D) SE5 (L£07-87€) 978 6877—9¢) /16 (1'6) 95 v19 YbIH 7 A1osfel|
TEs+80) 11T (£29-860) /¥C rl6-St1) S9€ (STI407) Bm YSEL4T0) 1SS (15) 2£ 0lg'L ybiy-21espo ¢ Aiopafel|
(88°€-950) wv _ (LEV+90) 991 (285-980) €T (1Y'9-960) 8 (189+0'1) 99¢ (Oraeis LG eISPO ¢ Alo1afes|
) 0 (24) 001 () 001 44) 00 () 001 ©0) s 88 Mo :| Kiopafel|
(£¢) 891 615 sauoafen INg
1D %56) Yy WD 9%56) Y §(D 956) Yy +(D %56) Y (D %S6) ¥
paisnipy pasnipy pasnipy pasnipy pasnipy
S [2PON ¥ [PPOW € [opon Z [ePOn L [2PON (9) S350 N s9jgeueA

XapUl sseul Apog auljaseq JO s1oba1ed pue Ssuo1dafes Xepul Sseud Apog 1PUnSIp AQ ‘9107 Ul S919GeIP 19SUO-M3U JO [PAIRIUI 9DUSPHUOD 9G6 PUB XSU dAlelRY |  dlqel

© 2019 The Authors. Journal of Diabetes Investigation published by AASD and John Wiley & Sons Australia, Ltd

J Diabetes Investig Vol. 11 No. 2 March 2020

470



http://wileyonlinelibrary.com/journal/jdi

Comparison with traditional methods based on baseline BMI
Previous studies predicting diabetes risk usually divided baseline
BMI into groups. In the present study, we first divided baseline
BMI into four groups according to the proportions of BMI tra-
jectories. Then, we divided baseline BMI into quartiles, which
were in accordance with many previous studies”*. As shown
in Table 2, the incidence of new-onset diabetes progressively
increased with higher BMI groups (0.8, 1.4, 55 and 8.3%,
respectively), as well as with higher BMI quartiles (0.8, 1.4, 4.7
and 7.4%, respectively). However, in models adjusting for all
potential covariates, no significant RRs for new-onset diabetes
were found in the comparison between the fourth and first
group (P = 0.393), as well as in the comparison between the
fourth and first quartile (P = 0.137).

By contrast, as described above, there was a significant RR
for new-onset diabetes in the comparison between “high” and
“low” BMI trajectory (P = 0.014). In a sensitivity analysis, by
excluding 196 participants who had missing data on baseline
BM], the RR for new-onset diabetes in the comparison between
the “high” and “low” BMI trajectory remained significant
(P = 0.032; Table 2).

Association between BMI trajectories identified using fewer
BMI tests and diabetes risk

Finally, we explored whether BMI trajectories identified using
the first four or three annual BMI tests were associated with
new-onset diabetes in 2016 as well. When using the first four
annual BMI tests, we also identified four linear BMI trajectories
through the GBTM (Figure S1). As shown in Table 3, the inci-
dence of new-onset diabetes progressively increased from the
“low” to “high” BMI trajectory (0.7, 2.4, 5.1 and 10.1%, respec-
tively). In models adjusting for all potential covariates, the RR
for new-onset diabetes in the comparison between “high” and
“low” BMI trajectory was 3.10 (95% CI 1.30-7.38). In a sensi-
tivity analysis, by further excluding 114 participants who were
diagnosed with diabetes or had no information about diabetes
in 2014, the RR for new-onset diabetes in the comparison
between “high” and “low” BMI trajectory remained significant
(P = 0.028; Table 3).

Similarly, when using the first three annual BMI tests, we
identified four linear BMI trajectories through the GBTM (Fig-
ure S1). The incidence of new-onset diabetes progressively
increased from the “low” to “high” BMI trajectory (0.6, 2.2, 5.3
and 10.2%, respectively; Table 3). In models adjusting for all
potential covariates, the RR for new-onset diabetes in the com-
parison between the “high” and “low” BMI trajectory was 2.71
(95% CI 1.19-6.19). In a sensitivity analysis, by further exclud-
ing 87 participants who were diagnosed with diabetes or had
no information about diabetes in 2013, the RR for new-onset
diabetes in the comparison between “high” and “low” BMI tra-
jectory remained significant (P = 0.015; Table 3). These results
suggest that BMI trajectories based on just four or three annual
BMI tests were significantly associated with subsequent new-on-
set diabetes.
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DISCUSSION

In the present longitudinal study carried out during 20112016,
we identified four distinct developmental trajectories of BMI by
the GBTM. We found that distinct BMI trajectories were signif-
icantly associated with new-onset diabetes in 2016. In addition,
we found that BMI trajectories identified using the first four or
three annual BMI tests were still significantly associated with
new-onset diabetes in 2016. By contrast, no significant correla-
tion was found between categories of baseline BMI and new-
onset diabetes in 2016 after multivariate adjustment.

Although few previous studies have explored the association
between BMI trajectories determined by GBTM and diabetes risk,
the majority of them focused on the effect of childhood BMI tra-
jectories on adult diabetes®* or the effect of BMI trajectories
before and during early pregnancy on gestational diabetes™. For
example, in a longitudinal cohort consisting of 2,449 USA resi-
dents, Tao et al.’' found that childhood (4-19 years) BMI trajec-
tories have a significant impact on adult (2051 years) diabetes.
In an analysis of 8,009 Australian women aged 18-36 years,
Kakoly et al.> identified three distinct BMI trajectories across six
surveys, and found that women in a high-rising trajectory were
independently associated with gestational diabetes, as compared
with those in a low-stable trajectory (OR 2.50, 95% CI 1.80-3.48).
However, these studies carried out with children or pregnant
women could not provide direct evidence for the primary preven-
tion of diabetes in general adults.

For those studies directly carried out with general adults,
three of them™>® only showed the developmental trajectories
of BMI before the diagnosis of diabetes, without examining the
relative risk of diabetes across distinct BMI trajectories. In
another study consisting of 24,875 Australian adults, Peter
et al”’ showed that the incidence of diabetes was different
across distinct BMI trajectories; however, this study did not
adjust for potential covariates in the regression models. There-
fore, whether distinct BMI trajectories predict diabetes risk
could not be concluded from these studies. To date, there are
just two studies'®' that have examined the relative risk of dia-
betes by distinct BMI trajectories in general adults. Neverthe-
less, both studies spanned decades. It remains uncertain
whether distinct BMI trajectories have an impact on diabetes
risk, even in a shorter period, such as several years. In addition,
we could not apply the conclusions to inform diabetes preven-
tion in China, as both studies were carried out in Western
countries. Thus, more evidence is really needed.

To our knowledge, the present study is the first to describe
the association between distinct BMI trajectories and diabetes
risk in general Chinese adults. We found that distinct BMI tra-
jectories, even identified using the first four or three annual
BMI tests, were significantly associated with new-onset diabetes.
The findings suggest that distinct BMI trajectories might be an
effective tool to predict future diabetes. In addition, no signifi-
cant interactions between distinct BMI trajectories and sex, age
and impaired fasting glucose in relation to risks of new-onset
diabetes were observed in the present study, implying that the
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effect of distinct BMI trajectories on diabetes risk was consistent
across these factors.

The strengths of the present study included a longitudinal
design, a large sample size, the availability of repeated measure-
ments of BMI over time and the use of GBTM. However, some
limitations should also be noted. First, the diagnosis of diabetes
was based on fasting blood glucose without using the oral glucose
tolerance test or hemoglobin Alc test, which is due to limited
data collection for such a large cohort. Second, we did not collect
information about the type of diabetes but, as the incident rate of
type 1 diabetes is extremely low in Chinese adults™®, the majority
of new-onset cases in our cohort should be type 2 diabetes.
Third, approximately 30% of our study sample had missing val-
ues on at least one study variable. We thus used multiple imputa-
tion to increase the power of statistical tests. Multiple imputation
is well recognized as a flexible and reliable tool for handling miss-
ing data, and has been widely used in clinical studies™. Fourth,
the current study included only Chinese adults. As the BMI level
and its implications for diabetes differ widely across various
racial/ethnic groups’, the present findings might not be generaliz-
able to other populations.

In conclusion, the present results show that distinct BMI tra-
jectories, even identified using just four or three annual BMI
tests, are significantly associated with new-onset diabetes. The
findings suggest that monitoring BMI trajectories over time
might provide an important approach to identify subpopula-
tions at higher risk for diabetes in general Chinese adults.
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