MSR103

The False Confidence of Unanchored MAICs: Lessons in Ulcerative Colitis

Bret Zeldow & Craig S. Parzynski
Genesis Research Group, Hoboken, NJ, USA

introduction

Table 1: Baseline Characteristics for UNIFI Table 2: Raw Outcomes for Each Trial * Mean Cl width was smaller for

* Indirect comparisons are used in the absence of RCTs.

. . _ o _ Ustekinumab Placebo Comparator |Active % |Placebo % |Naive I unanchored vs anchored MAICs on both
Matchlng-adjusted indirect compalrlsc.ml (MAIC) _helps compare (6 mg/kg) Unanchored |Anchored <calos:
effectiveness of treatments when individual patient data (IPD) Characteristic N = 322 N=319 ’
are available for one trial and published summaries are Age 41.7 (13.7) 41.2 (13.5) — - - *RD: 15.2vs 19.6
available for another. Male Sex 195 (61%) 197 (62%) Clinical response to induction therapy * log(OR): 0.82 vs 1.40
White Race 243 (76%) 248 (78%) Lol e e
* Anchored MAICs compare treatment effects between B! S IR Vedolizumab . I 14.7% . m
studies with a shared common comparator, such as placebo e = ' . | .
parafor, P Left-sided disease 169 (53%) 168 (53%) . u - u -
* Unanchored MAICs do not have such an anchor. Mayo Score 9.0 (1.5) 8.9 (1.6) U;l'.t?dlamhmb 73.6% 26.2% -11.8% -17.0% e e e e
* The catch is that unanchored MAICs, despite being less robust Endoscopic subscore =3 240 (75%) 216 (68%) Mirikizumab 63.5% 42.2% -1.7% 9.2% e e [ e e e [
and using less information, often yield: Prior Anti-TNF therapy 166 (52%) 175 (54%) Guselkumab 61.5% 27.9% 0.3% -3.2% p-values than their anchored
* Narrower confidence intervals E’“"I“““I of ltm ::"““‘} ?.553(;21{] 3176) ?fﬂig?.;]gz 2563) Etrasimod 62.3% 37.2% -0.5% 5.4% counterparts even though they use
. SCAl CAlproseciin ’ g Adalimumab 50.45 34.69 11.4% 14.69
et i Ll Clinical s toi dﬁct' th y " I:::u:inat:i::: el on stronger
inical remission 1o Inauction thera .
Objective CRP (mg/L) - Median 5.2(1.8,13.7) 5.0(1.4,10.7) (USTE 15.5%; placebo 5.3%) Py P
(IQR) : 27 P e * Additional caution should be taken
Concomitant 179 (56%) 161 (51%) Vedolizumab 16.9% 5.4% -1.4% -1.3% when interpreting unanchored MAICs,
* To compare anchored and unanchored MAICs for glucocorticoid use - n . n . recognizing these limitations and the
ustekinumab versus published ulcerative colitis therapies Concomitant ASA use 240 (75%) 207 (65%) Upadacitinib 29.8% 4.3% -14.3% -15.4% increased chance for bias.
ind i i i isti iani Concomitant 94 (29%) 90 (28%) Mirikizumab 24.2% 13.3% -8.7% -0.7%
dhurln.gdlzdufn;mn, fac:zmg m_‘ statls::lcal AP immunomodulator use Guselk b 22.6% 7.9% 7.0% -4.5% * Researchers and analysts should
t e wi t o 5'5(“ contidence lntewa S. :JE:;If;g;ggsgﬂ;:ﬂ:ﬁcﬁriﬂzEﬁ:lﬂn:;?hgnﬂex:CRP=C-raa|:t|ue proteln; IOR = interquartde range; THF = USE‘ e ’ . ’ o - . ’ . never deuhem‘tﬂly use an unanchﬂr&d
Continuous l.ranahlaslara prasenied with ma.nn and standard deviation unless otherwise apecified. Etraslllmud EE‘U ‘I% 109 fu -10‘5 ‘I% -49 fu MNC Wh&l‘l an annhand one |5
“ E::ll:':i:lrsﬂag:#s was handled using & single random-forast Imputation; valuss may differ slightly from Adalimumab 165“,&'{) 0.3% -1.0“,;";) 3.0% feasible merEIY to galn pl‘enislnn.
Figure 1 — Results for RD with and without Figure 2 — Results for OR with and
* UC studies are well-suited to this task: . . . )
- Similar olacebo.contolid des anchoring without anchoring Disclosures
- Simiar anib.n@ teria ’ ~ MAIC Results for RD With and Without Anchoring MAIC Results for OR With and Without Anchoring E;:E zﬂf::dhﬂg;zgpri*ﬁ: T;i:eﬁufiﬁn Eﬂ?ﬁfﬂﬁ:nﬁyﬁ;ﬁf
« Closely aligned endpoints | Respones — | Responss | Craig Parzynski ils an employee of Genesis Research Group.
* |PD from the UNIFI phase Il trial of ustekinumab in moderately to severely active uPA - Unanchored - R C— S Anbes Acknowledgement

Anchaored This study, carried out under YODA Project #2025-0432, used

ulcerative colitis (UC), obtained through Yale University Open Data Access Project. . —_— ; — ;
(Uc) 9 ty Op ) s » i P data obtained from the Yale University Open Data Access
Comparator treatments GUS e GUS —— Project, which has an agreement with Johnson & Johnson. The
_ o o ) . — A — i interpretation and reporting of research using these data are
* vedolizumab, upadacitinib, mirikizumab, guselkumab, etrasimod, and adalimumab = ) = solely the responsibility of the authors and do not necessarily
ADA * ADa % represent the official views of the Yale University Open Data
Outcomes Access Project or Johnson & Johnson.
* Clinical response & clinical remission to induction therapy Ramission Resisalon
. Vedo : ——— — ] | b L ] References
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) . . UPA - E I p e WAl - — - i ' comparisons: a new toal for timely comparative effectiveness
Each comparison was performed twice: - —— ) - S . _ research.” Value in Health 15.6 (2012): 940-847.
* Anchored: preserved the shared placebo comparator Sl N S P — 2. Bucher HC, Guyatt GH, Griffith LE, Walter SD. The results of direct
.U hored: intentionall itted placeb = : — = - : . ) and indirect treatment comparisons in meta-analysis of randomized
nanchored. inlentionally omitted placeno ETRA —_— ETRA —_— . controlled trials. J Clin Epidemicl. 1997:50(6):683-91.
* IPD from UNIFI was weighted to match baseline characteristics of each of the ADA o — —— ADA S— < _ -
comparator trials. ' : - : f-.
* Results repnrled on the risk difference and odds ratio scales Risk difference [ustekinumab minus comparator) Qdds ratio (ustekinumab vs comparator) E N E -q I -q
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