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S1 Structure of the Model and test statistics of other methods

S1.1 Justification about the random effect structure

To motivate the covariance structure of (b% , bg)T, consider a simple example where all variables
are centered and normalized, and the synthetic protein measure is obtained by a linear regression
of the protein Y on a scalar surrogate S, i.e., Y = aS for some coefficient a. Assume Y =
Gpc+XBx+gr+er and S = Gag + Xax + gs + €s, where gt and gg are the genetic components
and e and eg are the random errors. Assume the genetic components follow the linear relationship
gr = Z?:l Gjur; and gs = 22:1 Gjus ; where g is the total number of SNPs, {(uT ;, US,j)}?zl are
random effects that are i.i.d. copies of some random vector (ur,ug). Let gr be the vector of the
genetic component gt for the individual with observed protein measurements and gs the vector of
the genetic component gg for the whole cohort. Then, bt = g1 and bg = ags. This implies that the
covariance of (bl.,bd )T is

Var(ur) - GRM,,, . xn,,.  aCov(ug,ut) - GRM,,_, xn
aCov(us,ur) - GRMxn,,, Var(ug) - GRM,, xn,

and motivates our covariance model for (bf,bd)7.

S1.2 Test statistic of standard GWAS (Obs-GWAS)

For the standard GWAS conducted on nqps samples with observed protein measurements while
accounting for relatedness among individuals, the observed target protein expression Y, was re-

gressed on genotype Gops and covariates Xgpg through the random effect model:

Yobs = GobsBa + XobsBx + bobs + €obss

where €,ps is the independent and identically distributed error term following N (O, agbsln). The
random effect byps accounts for relatedness and remaining population structure unaccounted for by
ancestral PCs. We assume by ~ N (O,TOQbSGRMnobSXnobS) with a variance component Tgbs and a

sparse genetic relatedness matrix GRM,,_, xn,y.-

the null hypothesis Hy : S = 0 can be evalu-

S obs’

~ ~ —1 ~
Denote Py = Xops (X[, ZokXon) X[, o
ated using the test:
T -1 D 2
{Gobszobs (I B Pl) Y;)bs}

~ ~ \ 2
—1
G(;rbszobs <I - Pl) Gobs

2
TObs—GWAS = ~ x7 under Hy,

where Eops = 74 GRM,,,, xnon. +0 e Inones T and 02, are the fitted variance components under
the null model.



S1.3 Test statistic of SynSurr

To make use of both Y}, and Y in evaluating the association between Y and G, SynSurr considers
the joint linear regression model (McCaw et al., 2024):

() o= (5 ) () () ()= )

where X = U%Inobs, Y1s = o1sln,, xn, 25T = 05Tl xn,,,, and Xgg = agln. The estimated score
of S in Model (S1) using both Yo,s and Y under Hy : B¢ = 0 is, up to a scale factor,

0
0

Y11 XS
st Xss

)

SSynSurr - G(Tbs {(Y(_)bs - XobsBX) - gTsis_sl (? - Za)} ;
and the variance estimator for Ssyngurr is
@(SSynSurr) = G(—)rbs(Inobs - PXobs) {iTT - i\)TSE\)sTSI (In - PZ) iST} (Inobs - PXObS)T Gobs;

where Px_,. = Xobs (X, Xobs) X, and Pz =Z (Z7Z) " Z7.
Finally, the test statistic of the SynSurr method using both the observed Y and the synthetic
surrogate Y only on independent samples is given by

52
TSynSurr = /\Sy& ~ X% under Hy. (82)

Var(SSynSurr)
S2 Additional properties of Syn-PALM

S2.1 Analysis of statistical efficiency

Since our proposed Syn-PALM method accounts for both relatedness and imputed outcomes, we
evaluate its advantages in terms of asymptotic relative efficiency (ARE) compared to two alternative
approaches: (1) the standard GWAS analysis that utilizes only observed outcomes with considering
the relatedness (Obs-GWAS), and (2) the SynSurr method introduced by McCaw et al. (2024),
SynSurr, which incorporates synthetic protein surrogates but restricts its analysis to independent
samples. For ease of exposition, we consider a setting in which all samples are drawn from size-2
families, with missingness occurring at the family level. The parameter r represents the degree of
relatedness between the two individuals within each family.

Henceforth, we adopt individual-level notation and omit covariates for simplicity.

Suppose the ¢-th family contains two individuals with observed outcomes and synthetic surro-
gates: {(Gﬂ,}/}l,ﬁl), (GiQ,Yig,ﬁg)}, where Y;1, Y;o are observed outcomes, and }//\;1,}7;2 are the
corresponding synthetic surrogates. Assume the j-th family consists of two individuals without
observed outcomes, for whom only synthetic surrogates are available: {(Gjl, )7]-1), (Gja, 1/;]2)} We

denote the total sample size by n, and assume it can be decomposed as 1. = nops+7miss, where nops /2



is the number of families with fully observed outcomes, and npiss/2 is the number of families with

missing outcomes. The corresponding proportions are defined as mops = Mobs/M and Tmiss = Mmiss/7-

Efficiency comparison between Syn-PALM and Obs-GWAS:

~ o~

~ ~ T
Denote Y* = <Yil,Y;2,Yﬁ, Yio, Y1, Yﬂ) , Y* follows the normal distribution with mean p* =

(GiB,Gi2B, G, Giga, Gjr v, nga)T and the variance-covariance matrix:

A B 0
Y'~N|[p"|BT C 0]], (S3)
0 0 C
where A — 7'% —i-ZU% 27“7'% L), B_ T8 + 0TS rTTS Cc— 7'52 +2J§ 27“7'82 ).
rTr Tptor TTTS  TTS + 0TS Ty 1§ + 0§

Under the model considered in this Section, by viewing different families as i.i.d. observations,
the Syn-PALM score can be regarded as a score function in the sense of the conventional i.i.d.
setting. To compare the ARE of different score tests, it suffices to compare the corresponding Fisher
information. From Model (S3), since the Fisher information is additive, the joint information for

(8, ) can be divided into three parts:

I(/Ba O[) - ﬂ-ObSIl (/85 O[) + ﬂ-ObSIQH(ﬁ? a) + TrmiSSI?) (57 a)7
where Z;(f3, «) is the joint information for (3, «) from the model
Y; G
~ N A).
(i) = ((2)4)

Ty1(B, ) is the joint information for (8, «) from the conditional model

Ya

Yio
with pop = (Giner, Gipa) T + BTA™! <(Yi1, Yio) T — (Ga 5, Gizﬁ)T> -
Z3(B, «) is the joint information for (3, ) from the model

(5) > (@) e):
Yo Gj2

If we use only the observed samples, i.e., Y;; and Yj9, the joint information for (5, «) is given

(Yi1,Yie,Gi1,Gig) ~ N (u2|1, C - BTA_1B> ,

by Zops(8, @) = Tobs Z1(8, @), where Z; (8, &) denotes the per-family Fisher information under full
observation. To compare the efficiency of Syn-PALM with that of Obs-GWAS, we contrast Z,ps (3, o)

and Z(3, ), which represent the information matrices corresponding to each method, respectively.
To get some intuition, we assume 7'% = and U% =1—46, 7rs = dp and og = (1 — J)p, 7'82 =4

and ag =1 — 4. In this case we have

Azlré’B:prdp’Czlr(S‘
rég 1 rép p rég 1



Suppose that G;1, G2, Gj1, and Gj2 have been scaled and have the variance aé, the covariance

between G;1 and G2, Gj1 and G2 is 0G, G, -
Then, Z(8, a) can be simplified to

1 a —pa
I(B,a) = (1—p2) (1 —r282) (—pa b > )

where

a = 2mobs (U% — 7’5001(;2) ,b=2 (1 — ﬂmisspz) (U%« — rdaGIGQ) .

Notice that

1 a 0
Zobs(8, @) = MansTa (5, 0) = 1 555 (0 o) '

The relative efficiency for 8 using Syn-PALM compared with that using Obs-GWAS is then given
by:
IﬁﬁTla . Iﬁﬁ‘r —IB(XT_’Z_I IOLBT ]_

ool

IObSﬂ/BUOé Iobs,BBT - Iobs,ﬁofrl_i1 7 bs,a8T 1 - (]' - WObS)pz .

obs,aa T 70
Efficiency comparison between Syn-PALM and SynSurr:

From Model (S3), if we only use independent samples, the joint information for (3, «) is

Iind(/87 a) = 7Tobsz-ind,l(/By Oé) + 7"'n’lissz'-ind,Q(ﬁ? Oé),
where Zing 1(8, ) is the joint information for (5, a) from model
Y i
Vi) G A).
Yii Gia
Tina,2(B, @) is the information for (3, ) from model

Yj1 ~ N (Gji1a,C11).

To evaluate the efficiency of Syn-PALM relative to SynSurr, we compare Z(/3, o) with Zing (5, ),
where these quantities represent the information matrices for each method. Assuming T% = ¢ and

U% =1—46, 7rs = dp and org = (1 — 0)p, 7'S2 = 4§ and ag =1 — 6. In this case, we have

A:lp,Czlré.
p 1 ré 1

Similar to the assumption of genotypes as before, the joint information for (3, a) using SynSurr

1 c —pc
FnalBr0) =105 (‘pc d )

2 2 2
C = Tobs0 ) d= (1 — Tmissp ) oG-

is

where



The relative efficiency for 8 using Syn-PALM compared with that using SynSurr is given by:

Iﬁ,ﬁT‘a _ IﬁﬁT - IﬁaTIaaTI _ 2 2’[’5(1 — TG)
Tnagsmle  Twaps ~ Tndpo Lngaar Tmaas 170 170

where rq = 0¢,6,/ 0?; is the correlation of each component between G;; and Gjs.

The ARE for estimating Sg using Syn-PALM compared to SynSurr depends on several key fac-
tors, including the degree of relatedness between individuals r, the variance component attributable
to random eﬁects 6§, and the genetic correlation among related individuals rg on a specific variant.

T _ Tgat
When ré — 0, 7[3[3 l© 52 When rd —» 1 and 2272 — 0, —28 1= 3 1 When ré — 1 and
—rs A

Lind, 58T o 5T ind, 387 |ox

I
l-rg 88T |a
T4 — 09, T — > 2.
s nd,B8 " |«

S2.2 Syn-PALM score is nearly optimal

Note that
Ssyn—pPALM = Gaps V1T (I - P1) {Yobs —EpEy (Y - Z&>} ;

can be written as GIbSW {Y;bs — 2122521(}7 — za)} for some weighting matrix W such that

WX,ps = 0. Here we ignore the estimation error of 21222_21 for simplicity, as it does not contribute

to the asymptotic distribution of Ssy,_parm under regularity conditions. For any W, we have
Var |G W { Yo = 035 (V - 28) }| = GJL . WaW G,
where © = 511 — $1555) 591 + £1955,Z (2755, Z) " 2755, £o1. The signal-to-noise ratio is
(GobsWTGobS) /(GobsWQWTGobS)-

According to matrix calculations, the optimal W that maximizes the signal-to-noise ratio under the

constraint WX ps = 0 is
Wopt = '-Q° 1)(obs()( Q 1Xobs) obsﬂ g

However, the optimal weighting matrix Wy is genotype-specific and computationally intensive. In
Syn-PALM, we instead adopt the weighting matrix V1_11 (I — Py), which serves as a genotype-free

approximation to Wp,¢. This approximation effectively replaces the term
-1
S35Z(2'257) 2755y

in  with zero.
We provide a numerical example to show that the above approximation performs well in our set-
ting. Denote V) £ 3y; — 31555, 5y and Vi 2 X555 Z (2755 Z) " 2725, a1, we have Q 2
1 /2 1/2
V1+Vjy. We compute the relative Frobenius norm ||Va||r/||Vi|lr = (Z 03 ) (Z p? )

i, V2,17 1, “1,2j
to assess whether V3 is negligible relative to V1. In the UKB-PPP dataset, we randomly select a



protein (lep) measurement and conduct the analysis illustrated in Figure 1. The relative Frobenius
norm is calculated to be 0.00135, which is substantially smaller than 1. This indicates that the over-
all magnitude of V3 is negligible compared to V1, and hence Vy can be reasonably approximated

as zero in the analysis.

S2.3 Syn-PALM can be more efficient than standard GWAS even when data
are fully labeled

Unlike SynSurr, which offers no efficiency gain when all samples are fully labeled, Syn-PALM remains
more efficient even with fully observed outcomes. In particular, the joint likelihood decomposition
shows that, when samples are independent, and the data are fully observed, incorporating the syn-
thetic surrogate Y provides no additional information for estimating 3 beyond that available from
the labeled data Y (McCaw et al., 2024). However, when samples are related, the conditional distri-
bution of ¥ contributes non-redundant Fisher information about 3, thereby enhancing estimation

efficiency. This efficiency gain arises in the presence of sample relatedness.

We first show that, when the data are fully labeled, and samples are independent, incorporating
Y into the model does not provide any additional information for estimating 3 beyond what is

available from the labeled data Y alone.

From Model (1), the logarithm likelihood can be decomposed as the sum of two terms:

t(a,B) = by (B, %) + by (Za + 22137 (Yobs — ZobsB), S22 — 1 B T12) (S4)
where fy denotes the likelihood based solely on the labeled outcome Y, while €?|Y represents the
conditional likelihood of the synthetic surrogate Y given Y. These two components are independent.
To determine whether the synthetic surrogate Y provides additional information for estimating 3
beyond that contained in the labeled data Y alone, it suffices to examine whether the conditional
likelihood Z?IY carries any information about 3.

When samples are i.i.d., and the data are fully labeled, we have Yy, = Y and Zgs = Z, which
gives,

B2 oIy, Boo Iy, T X} =y, and Bog — Ty 1 20 = kI,

where ¢ and k are two scalars. In this case, the distribution of Y conditional on Y becomes
Y |Y,Z~ N (Y + Zo — ¢ZB,k1,,)

Since Z and cZ are perfectly collinear, in the regression model Y —cY ~Za+ cZ3, neither o nor
3 is identifiable. If we reparameterize by defining v = a — ¢3, then the conditional distribution
becomes

Y |Y,Z ~ N (cY + Zv, kL,).

Under this reparameterization, the parameters ¢, v, and B remain variational independent and
the likelihood of ¥ | Y,Z is irrelavant to 8. Therefore, the conditional likelihood €?|Y does not



carries any information about 3. Consequently, incorporating Y into the model does not yield any

additional information for estimating 8 beyond what is available from the labeled data Y alone.

In the case where samples are related and the data are fully labeled, the conditional distribution
of Y given Y is

Y |Y,Z~ N (SuS7Y + Za — S0 57'Z6, oy — B0 511 1) -

Note that in this case Y91 = 797 GRM,,«,, + os7l,, and 311 = 782 GRM,,«,, + 0’% I,, when
7s1/78 # osr/0d (which is true in reality 7s7/78 = 2.0 vs os7/02 = 0.3 for one protein in UKB-
PPP), EglEﬁl o« I,. Due to the presence of the matrix Eglﬁﬁl, the design matrices Z and
o1 zl—fz are not perfectly collinear and hence o and 3 can not be absorbed into a single variational
independent parameter v as in the i.i.d. case. As a result, the conditional distribution of Y
contributes non-redundant Fisher information about 3, thereby improving its efficiency beyond

what can be achieved by only using the labeled data Y .
Intuitively, although the regression coefficients in the Y ~ Z and Y ~ Z models are different,

the random effects share the same correlation structure in the model (1), which is equal to the
genetic structure among individuals. Thus, including Y can provide more information about the
random effect through the shared genetic structure. The additional information regarding the
random effect for each individual can help to improve the inference of the fixed effect 3 by reducing
the uncertainty of random effects. To get some intuition about why the uncertainty of random
effects matters, consider the extreme case where the random effect of each individual is known;
then, subtracting the random effect from the outcome will lead to a smaller variance for the fixed
effect estimation than without subtracting because the variance of the error term is smaller after

subtraction.

We next demonstrate that Syn-PALM achieves greater efficiency than standard GWAS by re-

ducing the variance of the test statistic, even when the dataset is fully labeled.

For any given W such that WX s = 0, one may consider the labeled data-based test statistic
GIbSWY;bS. Then, we have Var(G, WYj,s) = GIbSWEHWTGObS. Recall that Ssyn_parm has

obs

the form GIbSW {ngs — 21222_21(}7 - Z&)}. A simple calculation can show that

Var(G, W ¥,ps) — Var [Gjbsw {Yobs — BRI - za)H

—1
=GR W{Z1T5 B — S35 Z (2725 2) 2755 W Ga

obs

>0

Y

which implies the incorporation of Y can improve efficiency. Moreover, the above inequality can
hold strictly even when the data are fully labeled. Thus, Syn-PALM can be more efficient than
standard GWAS even when data are fully labeled.

From the above, sample relatedness is an important factor enabling efficiency gains when the

data are fully labeled. To see this, suppose all samples are i.i.d. and the data are fully labeled.



Then,
-1
Wops o I, — X (XTX> XT 35 I, and Sgg o L.

Thus, we have,
Var(Gl, . Wop Yons) — Var [Gjbswopt {Yobs — BRI (Y - za)}]
=cxG'(I, - Pz)G =0.

for some constant ¢, which implies that incorporating Y brings about no efficiency gain when

observations are i.i.d. and the data are fully labeled.

We provide the numerical results in Table S1, the efficiency gain of Syn-PALM persists even
in the absence of missing data when samples are genetically related. In the presence of cryptic
relatedness, Y helps to “denoise” the random effects component by leveraging the shared genetic
architecture between the target and surrogate phenotypes among relatives. Consequently, the con-

ditional variance of B\G is reduced compared to the standard GWAS, which considers Y in isolation.

Table S1: Statistical efficiency and power gain of Syn-PALM in fully observed samples
with cryptic relatedness. As p increases from 0 to 0.75, the estimation standard deviation
(SDgyn-parLM) decreases relative to standard GWAS, resulting in a steady increase in the power
ratio. At p = 0.75, Syn-PALM achieves a 2.8% increase in power and a 1.8% reduction in the

estimation standard deviation.

P Powerpps-cwas Powersyn_pALM SDObs-GWAS (>< 1072) SDSyn-PALM (>< 1072) Power Ratio SD Reduc

0.00 0.1185 0.1186 1.9634 1.9632 1.0008 0.01%
0.25 0.1182 0.1189 1.9627 1.9547 1.0059 0.40%
0.50 0.1184 0.1202 1.9642 1.9445 1.0152 1.00%
0.75 0.1188 0.1221 1.9629 1.9272 1.0278 1.82%

Note: Powerons.awas and SDobs-gwas represent the results from standard GWAS, while Powersyn-parm and
SDgyn-parm denote the results using the Syn-PALM method. Power Ratio is defined as Powersy, /Powerons. SD

values are scaled by 1072,

S3 Additional simulation results for Syn-PALM controls type I er-

rors and improves power

In simulation, we generate simulated protein expression data based on the following model:
Y = GBc +XBx +b+e, (S5)

where X denotes the covariate matrix, € the residual term, and b the individual-specific random
effects that capture genetic relatedness, modeled as b ~ N (O, TQGRM) with 72 representing the
variance component. We adopt a block-wise GRM structure of the form (i 71"), where the degree
of relatedness r is determined using the gene-drop procedure illustrated in Figure S1. Specifically,

r = 0.5 corresponds to siblings, r = 0.25 to half-siblings, and r = 0.125 to cousins.



Aabch AaBBCc... AaBbcc
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T Half-siblings r = 0.25 Slblmgs r=0.5
x el P Cousins r=0.125 \@ ><
oy - ¢ Y > —
AABBCC“'\ AaBbcec...

Figure S1: Diagram illustrating the gene-drop procedure, where r denotes twice the kinship coeffi-

cient between two individuals.

Diagram S1 illustrates the genetic relationships and corresponding coefficients of relatedness (r)
among family members. Each individual is annotated with their representative genotype to indicate
genetic variation. Grandparents are shown with » = 0, reflecting no direct sharing of alleles. Full
siblings have r = 0.5, meaning they share, on average, half of their genetic material, whereas
half-siblings exhibit r» = 0.25, consistent with sharing one parent. First cousins have r = 0.125,
representing the genetic similarity transmitted through their parents, who are full siblings. The
pedigree thus provides a clear visualization of how genetic relatedness decreases with increasing

familial distance.
Effective Sample Size Adjustment in POP-GWAS
POP-GWAS (Miao et al., 2024) was originally developed for independent samples. To account

for sample relatedness, it replaces the nominal sample size with an effective sample size in its test
statistic. Specifically, the effective sample size for the labeled subsample is defined as
Varors lab

Nab,eff = Tobs * == )
Varp v lab

and analogously for the unlabeled subsample,

VaroLs unlab
TNunlab,eff = (n - nobs) e
Varp v, unlab
where \//EH‘OLS’lab is the estimated variance of the genetic effect estimator based on labeled data and
the variance formulation of an ordinary least squares (OLS) regression for independent samples, and
\//'aELMM,lab is the estimated variance for the genetic effect estimator based on labeled data and an
LMM that explicitly accounts for the sample relatedness. \/fﬁm\JrOLs,unlab and @LMM’unlab are defined

similarly as \//EEOLSJab and \//E;‘LMM,lab, respectively, for the unlabeled data.

As demonstrated in Table 1, using the effective sample size correction cannot fully account for
the dependence structure induced by sample relatedness in POP-GWAS. POP-GWAS still exhibits
type-I error inflation under relatedness after this adjustment. In contrast, Syn-PALM explicitly

10



10.04

7.54

5.0 1

2.5

Observed -log;gP

7.5
5.0
2.5

0.04

Figure S2: Syn-PALM controls type I errors across missingness rates and target syn-
thetic surrogate correlations under the cousins Block-wise GRM structure. The type I
error is the probability of rejecting the null hypothesis Hy : g = 0. In all cases, the number of
individuals with observed phenotypes was n = 3 x 10*. The number of individuals with missing
phenotypes was varied to achieve the indicated level of missingness. The synthetic surrogate had a
correlation of p € {0,0.25,0.50,0.75} with the target phenotype. The number of simulation repli-
cates was 108. The error bands (dashed black lines) represent the 95% Cls around the expected
—logo(p) under the null hypothesis. Adherence to the diagonal (red line) indicates that the p
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models cryptic relatedness through joint linear mixed models with sparse GRMs and maintains

proper type-I error control across all settings.
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Figure S3: Syn-PALM controls type I errors across missingness rates and target syn-
thetic surrogate correlations under the half-siblings Block-wise GRM structure. The
type I error is the probability of rejecting the null hypothesis Hy : Sc = 0. In all cases, the number
of individuals with observed phenotypes was n = 3 x 10*. The number of individuals with missing
phenotypes was varied to achieve the indicated level of missingness. The synthetic surrogate had a
correlation of p € {0,0.25,0.50,0.75} with the target phenotype. The number of simulation repli-
cates was 108. The error bands (dashed black lines) represent the 95% Cls around the expected
—log(p) under the null hypothesis. Adherence to the diagonal (red line) indicates that the p

10.0 1
7.5
5.0
2.5

0.0 1

10.0 7
7.54
5.01
2.54

0.0 1

Missing Rate = 0%

Missing Rate = 25%

Missing Rate = 50%

10.0 1 10.0 1
’ 4
I. I:
4
4 7.54 5 7.5 ":
v
5.0 5.0
2.5 2.5
0.0 0.04
2 4 6 0 2 4 6 8 2 4 6 8
Missing Rate = 75% Missing Rate = 90%
10.0
’
/»
I.
/I 75 ,I
5.0
2.5
0.0 1

0

2 4 6 8
Expected -logoP

values were uniformly distributed under the null hypothesis.

12

0.25
0.5
0.75



Observed -log;gP

Figure S4: Syn-PALM controls type I errors across missingness rates and target syn-
thetic surrogate correlations under the siblings Block-wise GRM structure. The type I
error is the probability of rejecting the null hypothesis Hy : g = 0. In all cases, the number of
individuals with observed phenotypes was n = 3 x 10*. The number of individuals with missing
phenotypes was varied to achieve the indicated level of missingness. The synthetic surrogate had a
correlation of p € {0,0.25,0.50,0.75} with the target phenotype. The number of simulation repli-
cates was 108%. The error bands (dashed black lines) represent the 95% Cls around the expected
—logi(p) under the null hypothesis. Adherence to the diagonal (red line) indicates that the p
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Figure S5: Power of Syn-PALM compared with Obs-GWAS across several missing rates,
target synthetic surrogate correlations, and SNP heritabilities under the cousin Block-
wise GRM structure. Power is the probability of correctly rejecting the null hypothesis Hy :
Ba = 0 when g # 0 at level 1 x 1078,
phenotypes was n = 3 x 10*. The number of individuals with missing phenotypes was varied to
achieve the indicated level of missingness. In each panel, the synthetic surrogate had a correlation
of p € {0,0.25,0.50,0.75}, the target phenotype and SNP heritability was varied from 0.01% to
0.1%. When there is no missingness, Syn-PALM is equivalent to the standard analysis and shows

no variation across values of p. The power of Syn-PALM increases with increasing missingness and
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Figure S6: Power of Syn-PALM compared with Obs-GWAS across several missing rates,
target synthetic surrogate correlations, and SNP heritabilities under the half-siblings
Block-wise GRM structure. Power is the probability of correctly rejecting the null hypothesis
Hy : Bg = 0 when g # 0 at level 1 x 1078, In all cases, the number of individuals with observed
phenotypes was n = 3 x 10*. The number of individuals with missing phenotypes was varied to
achieve the indicated level of missingness. In each panel, the synthetic surrogate had a correlation
of p € {0,0.25,0.50,0.75}, the target phenotype and SNP heritability was varied from 0.01% to
0.1%. When there is no missingness, Syn-PALM is equivalent to the standard analysis and shows

no variation across values of p. The power of Syn-PALM increases with increasing missingness and
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Figure S7: Power of Syn-PALM compared with Obs-GWAS across several missing rates,
target synthetic surrogate correlations, and SNP heritabilities under the siblings Block-
wise GRM structure. Power is the probability of correctly rejecting the null hypothesis Hy :
Ba = 0 when g # 0 at level 1 x 1078,
phenotypes was n = 3 x 10*. The number of individuals with missing phenotypes was varied to
achieve the indicated level of missingness. In each panel, the synthetic surrogate had a correlation
of p € {0,0.25,0.50,0.75}, the target phenotype and SNP heritability was varied from 0.01% to
0.1%. When there is no missingness, Syn-PALM is equivalent to the standard analysis and shows

no variation across values of p. The power of Syn-PALM increases with increasing missingness and
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S4 Additional results in the ablation analysis

Table S2: The number of observed and total individuals, nps and n, and the number of observed
and total independent individuals, ngps(independent) and n(independent), under different missing

rates in the UKB height ablation analysis.

Missing rate Tobs n nobs(independent)  n(independent)
0 404,389 404,389 258,852 258,852
0.25 303,292 404,389 194,139 258,852
0.5 202,195 404,389 129,426 258,852
0.75 101,097 404,389 64,713 258,852
0.9 40,438 404,389 25,885 258,852

Table S3: Average standard error (SD) across the set of genome-wide significant associations iden-
tified by the oracle analysis. The oracle method has access to the target phenotype before the
introduction of missingness. The average SD is computed across the set of variants declared sig-
nificant (p < 1 x 10~®) by the oracle analysis. P-values were two-sided and calculated by linear
regression (Oracle, Standard) or Syn-PALM.

Missing rate (%) Oracle-GWAS Obs-GWAS  Syn-PALM Obs SynSurr

0 2.33e-03 2.33e-03 2.27e-03 2.74e-03  2.74e-03
0.25 2.33e-03 2.67e-03 2.55e-03 3.16e-03  2.60e-03
0.50 2.33e-03 3.23e-03 2.95e-03 3.88e-03  3.18e-03
0.75 2.33e-03 4.50e-03 4.01e-03 5.48e-03  4.51e-03
0.90 2.33e-03 7.10e-03 6.31e-03 8.61e-03  7.14e-03

Methods [l syn-PALMvs synsurr [l Syn-PALM vs Obs-GWAS [l Syn-PALM vs Obs

Ratio of GWAS SNPs discovered

50
Missing Rate (%)

Figure S8: Ratio of the number of SNPs discovered by Syn-PALM compared to others.
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S5 Additional simulation results using UKB genotype and UKB
sparse GRM

We also generated simulated protein expression data from the model Y = GBg +X8x +b+ €, using
the true genotype data and the sparse GRM from the UKB. We fixed the number of individuals
with observed protein measurements at nops = 3 x 10%, while varying the number of individuals
with missing protein measurements to achieve the desired levels of missingness. The missingness
rate was set to one of the following values: 0, 0.25, 0.5, 0.75, or 0.9. Table S4 presents the
numbers of observed and total individuals, n.ps and n, as well as the numbers of observed and
total independent individuals, neps(independent) and n(independent), under various missing rates
in the true genotype and sparse GRM settings. The synthetic surrogate was simulated to have a
correlation p € {0,0.25,0.5,0.75} with the target protein measurements. Variance components were
set to 77 = 0.7, 7 = 0.4, o7 = 0.7, and og = 0.5. For the assessment of Type I error control, we
considered all direct genotyped common variants (MAF > 1%) after QC on chromosomes 1-22. For
power evaluation, we randomly selected 10* imputed common variants (MAF > 1%), each with a
heritability in the range of 0.01% to 0.07%.

Table S4: The number of observed and total individuals, nops and n, and the number of observed
and total independent individuals, nyps(independent) and n(independent), under different missing
rates in UKB genotype and UKB sparse GRM settings.

Missing rate  Tops n Nobs(independent)  n(independent)
0 3x10* 3 x10? 19,532 19,532
0.25 3x10* 4 x10* 19,532 25,831
0.5 3x10* 6 x10* 19,532 38,726
0.75 3x10* 1.2x10° 19,532 78,099
0.9 3x10* 3 x10° 19,532 195,427

We evaluated the performance of Syn-PALM with respect to type I error control and statisti-
cal power across a variety of settings, systematically varying the proportion of missing data, the
correlation between the synthetic surrogate and the true protein expression, and the level of SNP
heritability.

Numerical results for type I error control under both the true genotype and sparse GRM con-
figurations are presented in Table S5. This table reports the empirical type I error rates of Syn-
PALM across different missingness rates and surrogate correlations, evaluated at multiple signif-
icance thresholds («). The results demonstrate that Syn-PALM provides well-calibrated type I
error control, maintaining error rates close to the nominal level over a wide range of missingness
proportions and surrogate correlations. These findings underscore the robustness of Syn-PALM
to violations of complete data and weak surrogate performance. Figure S9 presents the empirical
power of Syn-PALM, ranging the SNP heritability from 0.01% to 0.07%. The results indicate that
the power gain of Syn-PALM over standard GWAS increases as the proportion of missing target
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protein data grows, especially when the synthetic surrogate is highly correlated with the true protein
expression. This demonstrates that Syn-PALM can effectively leverage informative surrogates to

substantially improve power in the presence of incomplete outcome data.

Table S5: Type I error control of Syn-PALM across various missing rates and correlation of synthetic

surrogates at different « levels with the true UKB genotype and sparse GRM.

Missing rate  Correlation Threshold « levels

m p 1.0e-02 1.0e-03 1.0e-04 1.0e-05

0 0 9.9e-03  9.2e-04  9.3e-05 8.3e-06
0.25 0 1.0e-02 9.9e-04  9.9e-05 1.1e-05
0.5 0 1.0e-02 1.0e-03 1.2e-04 1.4e-05
0.75 0 1.0e-02 1.0e-03 8.3e-05 5.3e-06
0.9 0 1.0e-02 9.9e-04  9.0e-05 8.0e-06

0 0.25 9.8e-03  9.6e-04  6.7e-05 6.7e-06
0.25 0.25 9.9e-03  9.0e-04  9.6e-05 4.9¢-06
0.5 0.25 1.0e-02 1.1e-03 1.1e-04  8.3e-06
0.75 0.25 1.0e-02 1.1e-03 1.2e-04  6.8e-06
0.9 0.25 1.0e-02 9.7e-04 1.4e-04 1.4e-05

0 0.5 9.9¢-03 1.1e-03 1.1e-04  2.1e-05
0.25 0.5 9.9e-03 1.0e-03 9.5e-05 1.0e-05
0.5 0.5 1.0e-02 1.0e-03 1.1e-04 1.4e-05
0.75 0.5 9.9e-03  9.6e-04  7.6e-05 6.2e-06
0.9 0.5 9.8e-03 1.0e-03 9.4e-05 1.0e-05

0 0.75 9.8e-03  9.4e-04  6.5e-05 5.2e-06
0.25 0.75 1.0e-02 1.1e-03 1.2e-04 1.4e-05
0.5 0.75 9.9¢-03 1.0e-03 1.0e-04 1.2e-05
0.75 0.75 1.0e-02 9.9e-04 1.1e-04 1.8e-05
0.9 0.75 9.9¢-03 1.0e-03 9.5e-05 9.0e-06

We numerically assess the power ratio of Syn-PALM to standard GWAS at a SNP heritability
of 0.05%, as illustrated in Figure S10(a). These comparisons are conducted across a spectrum
of missingness rates and surrogate-target correlations. When either there is no missing data or
the synthetic surrogate is uncorrelated with the target protein, Syn-PALM and standard GWAS
yield equivalent power. As both the proportion of missing data and the correlation between the
surrogate and the target protein increase, the relative efficiency and power of Syn-PALM compared
to Obs-GWAS rise monotonically.

We further examine the power ratio of Syn-PALM relative to SynSurr at the same heritabil-
ity level, as shown in Figure S10(b). This evaluation considers varying levels of missingness and
surrogate-target correlation. The power ratio of Syn-PALM to SynSurr remains consistently greater
than one; however, unlike the comparison with standard GWAS; this ratio does not increase mono-
tonically with any single parameter. Instead, the power gain depends jointly on the missingness
rate, the correlation between the synthetic surrogate and the target protein, and the degree of re-
latedness among samples. This pattern aligns with the theoretical form of the asymptotic relative
efficiency (ARE) derived and discussed in the Methods Section.
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Figure S9: Power of Syn-PALM compared with Obs-GWAS on true UKB genotypes
across several missing rates, target-surrogate correlations, and SNP heritabilities. In
each panel, the synthetic surrogate had a correlation of p € {0,0.25,0.50,0.75}, and the target pro-
tein measures and SNP heritability were varied from 0.01% to 0.07%. When there is no missingness,
Syn-PALM is equivalent to the standard analysis and shows no variation across values of p. The

power of Syn-PALM increases with increasing missingness and target-surrogate correlation. The
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number of simulation replicates was 10%.
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(a) Syn-PALM compared with Obs-GWAS. (b) Syn-PALM compared with SynSurr.

Figure S10: Power ratio of Syn-PALM relative to the standard GWAS (Obs-GWAS)
and SynSurr across various missing rates and target-synthetic surrogates correlation
at a SNP heritability of 0.05%. When there is no missingness, Syn-PALM is equivalent to Obs-
GWAS. The efficiency of Syn-PALM compared to Obs-GWAS increases with increasing missingness
rate and correlation. The efficiency of Syn-PALM is always larger than SynSurr; the power gain

depends on several parameters.
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S6 Numerical results for variance components estimation

Figure S11 illustrates a comparison of — log;(P) values obtained from Syn-PALM under two differ-
ent parameter estimation settings. We compare results using parameters (72,54, 74, 04, 718, 0TS )
estimated under the global null hypothesis (8q = 0,aq = 0) against those estimated under the
standard null (g = 0). Focusing on the FOLR3 protein—selected for its high predictive perfor-
mance—we analyzed the 2,000 most significant SNPs associated with the synthetic phenotype Y.

These numerical results validate the robustness of our approximation.
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Figure S11: Comparison of — log;y(P) values obtained from Syn-PALM using variance component
parameters estimated under the global null (8¢ = 0, ag = 0) versus the null (Sg = 0). We selected
the FOLR3 protein due to its high predictive performance and chose the 2,000 most significant
SNPs associated with the synthetic phenotype Y for this analysis.

We compare the estimation performance of the variance components using both the Restricted
Maximum Likelihood (REML) approach, BOLT-REML, and our proposed moment estimation
method, evaluating each in terms of estimation bias, variance, and computational efficiency. The
true variance components were set to 7 = 0.7, 7¢ = 0.4, or = 0.7, and o = 0.5. The syn-
thetic surrogate was simulated to have a correlation p € {0,0.25,0.5,0.75} with the target pro-

tein measurement. The covariance terms were 7rs = /(7% + 02.)(73 + 02) X 3p/5 and opg =

\/ (124 02)(13 + 03) x 2p/5. We conducted 10* simulation replicates for the estimation of variance
components.

As shown in Figure S12, REML, BOLT-REML, and the proposed moment estimator all produce
unbiased estimates of the variance components across all settings. The boxplots show that the three
estimators have similar variability. However, as demonstrated in Figure S13, the moment estima-
tor is computationally much more efficient than REML and BOLT-REML, making it particularly

suitable for large-scale applications. Based on these results, we recommend the proposed moment
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estimation method due to its favorable balance of accuracy and computational efficiency.
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Figure S12: Estimation performance comparison
BOLT-REML, and the proposed moment estimate
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Figure S13: Comparison of computation time for variance component estimation using REML and

the proposed moment-based method, under correlation levels p = 0.5 and 0.75, across varying

missing data rates.
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S7 UKB-PPP protein analysis

In the Phenotype-training dataset, we fit Random Forest models using the ranger package in R
to predict each protein. The trained models are then applied to the GWAS analysis dataset to
generate synthetic surrogates for each protein. We evaluate prediction performance by calculating
the correlation between the generated synthetic protein surrogate and the observed target protein
measurements within the GWAS analysis dataset. The histogram of these correlations across 2,916
proteins is presented in Figure S14. We also report the top 20 proteins with the highest predicted
correlations (p) in Table S6.

Histogram of Predicted Protein Correlations

Frequency
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Figure S14: Histogram of predicted protein correlations. Each of the 2916 unique proteins in
UKB-PPP is trained on a Random Forest model within the synthetic data training set. The protein
synthetic surrogate is predicted within the GWAS analysis set.
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Figure S15: Tissue enrichment of protein-associated SNPs identified by Obs-GWAS. The identified
SNPs were first mapped to genes based on their genomic loci. Tissue enrichment was defined by
comparing the aggregate tissue-specific expression scores of SNP-implicated genes with scores from
matched null SNP sets. The vertical line indicates the Bonferroni-corrected significance threshold
(p = 0.05) for testing whether genes implicated by each SNP set are collectively enriched in a given
tissue. The top 30 of the 79 tissues in Gene Atlas are shown. Heatmaps show the Pearson correlation

coefficients for pairs of expression profiles ordered by hierarchical clustering with UPGMA.

Table S6: Top 20 proteins with the highest correlations (p) between predicted protein synthetic

surrogate and observed protein measures.

Protein P

Folate receptor gamma (FOLR3) 0.973
MHC class I polypeptide-related sequence A/B (MICB_MICA) 0.945
Zona pellucida sperm-binding protein 3 (ZP3) 0.942
Pancreatic lipase-related protein 2 (PNLIPRP2) 0.939
Leukocyte immunoglobulin-like receptor subfamily A member 3 (LILRA3) 0.927
Tyrosine-protein phosphatase non-receptor type substrate 1 (SIRPA) 0.923
Kallikrein-12 (KLK12) 0.921
Killer cell immunoglobulin-like receptor 2DS4 (KIR2DS4) 0.913
Dickkopf-like protein 1 (DKKL1) 0.905
Toll-like receptor 3 (TLR3) 0.901
Myeloid cell surface antigen CD33 (CD33) 0.900
Leukocyte immunoglobulin-like receptor subfamily B member 5 (LILRB5)  0.896
Tissue alpha-L-fucosidase (FUCAL) 0.894
Teratocarcinoma-derived growth factor 1 (TDGF1) 0.881
Kallikrein-1 (KLK1) 0.881
Leptin (LEP) 0.879
Interferon gamma receptor 2 (IFNGR2) 0.863
Hepatocyte growth factor-like protein (MST1) 0.859
Paired immunoglobulin-like type 2 receptor beta (PILRB) 0.856
Glutathione S-transferase theta-2B (GSTT2B) 0.851
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Figure S16: Uniform quantile-quantile (QQ) plots for Syn-PALM of 10 permuted UKB-
PPP proteins. P-values were two-sided and calculated via Syn-PALM. Error bands represent 95%

confidence intervals around the expected -log;o(p-values) under the null hypothesis.
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