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AESI
ATC
AUC
BLQ
CS
DMP
DPC
ECG
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FACIT

ICH
ITT
LDH
LLN
LLOQ
MedDRA
mg
mmHg
msec
NCS
ODS
oC
QTcB
QTcF
PD
PDF
PK

PI
PNH

Description

Adverse Event

Adverse Event of Special Interest
Anatomic Therapeutic Chemical
Area Under the Curve

Below Limit of Quantification
Clinically Significant Abnormality
Data Management Plan

DP Clinical, Inc.
Electrocardiograms

Electronic Case Report Form
Functional Assessment of Chronic Illness Therapy

International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use

Intent-To-Treat

Lactate Dehydrogenase

Lower Limit of Normal

Lower Limit of Quantification

Medical Dictionary for Regulatory Activities
Milligram(s)

Millimeter(s) of Mercury
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Not Clinically Significant

Output Delivery System

Oracle Clinical

Heart Rate Corrected QT interval, Bazett’s formula
Heart Rate Corrected QT interval, Fridericia’s formula
Pharmacodynamics

Portable Document Format

Pharmacokinetics

Principal Investigator

Paroxysmal Nocturnal Hemoglobinuria
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1.0 Introduction

This Statistical Analysis Plan (SAP) provides a more technical and detailed elaboration of the
principal statistical features stated in the protocol. The SAP will ensure that the tables,
listings, and figures (TLFs) that will be produced and statistical methods that will be used are
complete and accurate and will allow valid conclusions regarding the study objectives. In the
development of this SAP, the following documents were used:

1.

ol

Protocol APL-CP0514 Version 4.0, Amendment 7, 15 June 2017
Protocol Administrative Clarification Memorandum, 12 July 2017
Electronic Case Report Form (eCRF), 23 December 2015
Electronic Case Report Form (eCRF), 27 September 2016
Electronic Case Report Form (eCRF), 10 August 2017

The principles in the following guidance documents are followed in preparation of this SAP.

ICH E3 (1996): Structure and Content of Clinical Study Reports
ICH E6 (R2) (2016): Guideline for Good Clinical Practice
ICH E9 (1998): Statistical Principles for Clinical Trials

In the event that a discrepancy is found between the descriptions in the statistical section of
the protocol and this document, the description in this document supersedes the descriptions
in the statistical section of the protocol.

Any amendments to the SAP will be made prior to locking the database. Any additional
analyses not described in the final analysis plan or deviations from the final analysis plan will
be documented in the final clinical study report.

2.0

Study Overview
2.1 Study Objectives

The primary objectives of the study are to assess the safety, tolerability and
pharmacokinetics (PK) of single and multiple subcutaneous (SC) doses of APL-2 in
subjects with paroxysmal nocturnal hemoglobinuria (PNH) who are still anemic after
treatment with eculizumab (Soliris®).

An exploratory objective of the study is to assess the pharmacodynamics (PD) of
single and multiple SC doses of APL-2 when administered to PNH patients.

2.2 Study Design

This is a Phase 1, open-label, prospective, non-randomized, single and multiple
ascending dose, first-in-human study in patients with PNH. The study is planned to
enroll approximately 15 subjects across 4 cohorts. Cohorts 1-3 will comprise 2
subjects in each cohort. Cohort 4 will enroll sufficient subjects to ensure at least 6
subjects complete 28 days of dosing with APL-2. Subjects may participate in more
than one cohort on the basis of medical benefit already experienced in the study.
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Safety will be assessed throughout the study; serial blood samples and urine samples
will be collected. Blood samples will also be collected for the PK assessment of APL-
2 and for PD assessment. Cumulative data will be reviewed by a Safety Monitoring
Committee (SMC) on a regular basis (Section 12). Interim PK analyses may be
performed to reconsider the sampling time points as the study progresses and to guide
the dose-escalation decision.

The screening period will be up to 30 days before the first dose. The planned length of
participation (from Screening [Visit 1] to completion of the Exit visit) in the study for
each subject is approximately 143 days for Cohorts 1 and 2 (30 day screen phase, 56
day treatment phase and 57 day follow-up), 115 days for Cohort 3 (30 day screen
phase, 28 day treatment phase and 57 day follow-up) and 815 days for Cohort 4 (30
day screen phase, 729 day treatment phase and 56 day follow-up).

For Cohorts 1 and 2, subjects will receive a single SC dose of APL-2 on Study Day 1
(Visit 2). After a waiting period of at least 28 days, subjects may enter the multiple
dose phase and receive SC APL-2 daily for 28 days at the corresponding multiple
dose for their cohort. Dose escalation/new cohort initiation will only occur once all
subjects in the preceding cohort have completed their 28-day waiting period.

Cohorts 3 and 4 will only undergo a multiple dose phase. Subjects will receive APL-2
for 28 days in Cohort 3. For Cohort 4, the treatment period will consist of four parts
(Parts 1, 2A, 2B and 2C) - in Part 1, subjects will receive APL-2 for 28 days. On Day
29, subjects concluded to benefit from the treatment (as determined by the
Investigator and Sponsor after reviewing the available data) will automatically enter
into Part 2A and continue to receive daily doses of APL-2 until Day 84. If there is
ongoing evidence of clinical benefit on Day 84 they may enter into Part 2B of the
study, and continue receiving daily doses of APL-2 until Day 364. If a subject
continues to demonstrate benefit, APL-2 will be administered until Day 729 (Part 2C).
Subjects will be assessed by the Investigator every month for Part 2A and Part 2B.
Subjects will be assessed by the Investigator at 4 weeks, 8 weeks, and then every 12
weeks until Day 729.

In Cohort 4, if a subject has a sub-optimal clinical response during daily dosing with
270 mg APL-2, the dose may be increased up to 360 mg/day, and doses will be
administered at the clinical site every 2 weeks for the first 6 weeks after commencing
the higher dose.

For all 4 cohorts the first 4 daily SC doses of APL-2 (from the start of the multiple
dose phase for Cohorts 1 and 2 and from Study Day 1 for Cohorts 3 and 4) and
subsequent doses on Days 8, 15 and 22 will be administered at the clinical site. In
Cohort 4 doses on Days 29, 43, 57, 71, 85, 113, 141, 169, 197, 225, 253, 281, 309,
337, 365, 421, 477, 533, 617 and 729 will also be administered at the clinical site, as
well as up to three additional site visits if individual dose escalation occurs for
subjects administered greater than 270mg/day SC APL-2. All other doses will be
administered by a trained nurse at the subject’s home.

After completion of dosing, subjects will return to the clinical site for additional
follow-up visits and the Exit visit.
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Originally subjects were not allowed to participate in more than one cohort.
PPD

With Amendment 4 it was made possible for
subjects to participate in more than one cohort.

Following Protocol Amendment 6 Cohort 4 subjects will switch to using an
ambulatory syringe pump for delivery of APL-2 and switch from a dextrose to an
acetate-buffered mannitol formulation of APL-2 for SC injection.

2.3 Study Sample Size

Cohorts 1-3 will comprise of 2 subjects in each cohort. Cohort 4 will enroll sufficient
subjects to ensure at least 6 subjects complete 28 days of dosing with APL-2.

Additional cohorts may be enrolled if it is deemed appropriate by the Sponsor in
consultation with the Safety Monitoring Committee (SMC) to repeat a dose level or to
study an intermediate dose level.

Version 3.0 07 Jun 2018 Page 10 of 46



9% JO 11 23ed grocunf L0 0°¢ UOISIOA

asop-a.d peaJ pue auop ag Isnw 3 sysia uisop ug o

asop-1sod sinoy & pue asop-aud uayel ag [Im Z WSIA U0 SA|dWES Hd "4

sajdwes ¥d 7 usip 1daoxg "asop-aud uayel aq |im sajdwes poojq susia Suisop ug 3

Buisop Jaye sajnuiw Qg uiyim pue Busop o Joud Jnoy 7 uiyya, asop-1sod pue -aud puawsopad ag o3 susia uisop ug g

‘uoiensiupe Snip Apnis Jaye Jnoy auoc SUOP 34 [|IMm JUILISSASSE aYs uoildalu) awoy sjuaned e UDIIENSIUIWPY = H 335 [EJIUI3 I8 UORBIIUIWPY = § 3

Suisop Jaye saINUIL OE UIYim puawiouad ag o3 sysia Suisop ug g

UDKHRIISIP §,1d 243 18 ‘Saw Jay3o 18 pawsopad 3q Aew uoneunuexa [ensiyd uaaup-woldwds v 'paledlpul sjuiod awil painpayds ayj e pawsopad aq |im uoeunwexa [edsfyd |ng vy

ES I S I I O I O S S I O I O G 0 O O O I O O 0 A O A 0 O IO S O O I I S I (IAVIA) pa032J SISOquIOIYL
LS 0 I I O O O S A O O O 0 O O 0 I O O I A 0 o 0 " O O I IO I O O 9 I S I SIUBND ISIINPY
X X X X X X ajeas andney 110vd
® ® X ® X ® ® X X 9 *3533 Asueudaud aupn
X X (uidoyopeuod suouoys uewny-g) Asueudaig
X x X x X 21B|0) 7TE UIWENA "UIa4
X x X x X ujgojoway 3344
X ® X sishjeuy 8.1/ TYL
X ® X ® X uonisodap £ Ajawolhy moj4
X X X X X HNd Joj Annawoidd moj4
X ® X ® X (0Sd¥ pue OSHD ‘£2) 2|yodd Juawadwo)
X x X X X 3|yoid uonendeo)
X x X X x X ujgojdoidey
X X X X X X Junoa ;1Asonanay
X (ADH pue BysaH 'AlH) ABojouas
% % X X % X X Ansiways pue ASojoleway
X x X X x X aseuadospAysp 2181087
X X x| x X X x X x X Aesse gy z-1dy-nuy
X x| x| x X X|x|x|x W|x| x| x|x|x 4 "sa12uB0lEWIRY
X X x| x X X x Xk |l [ x| x| x|x|x X 3 "poojg
x| x X x X X x X x X X sishjeunn
ES I S I I O I O S S I O I O G 0 O O O I O O 0 A O A 0 O IO S O O I I S I X @ "suawaanseaw udis |eyp
ES I S I I O I O S S I O I O G 0 O O O I O O 0 A O A 0 O IO S O O I I S I X SUOREI|PaLU JUBILLIOIUDD)
O S S I S o O 0 S I A O U 0 I S o I I S B S S I X J "JuaWssasse aps uoaafu]
H|H/H|H|H|H|S|H|H|H|H|H|H|S|H|H|H|H|H|H|S|H|H|H|S|S|S|S J 'uoiEsSIUIWpE 350p 3|dRInW Z-1dv
5 7 "uonessiuiwpe asop 3jduis Z-1dv
X b X b X X X b x| % X X 4 "weiSojpieloiIa|e pesj-z1
X X X X v "uoneulwexa |eashyd
X p0IqIUE 3AlUIARId aqLISAId
X eI Aljus manay
X AJo3s1y SIsOqUIOIY3 PUE ‘UOISNYSUEBI] ‘[EJIPIIN
X soydesSowaq
X JUBSU0D paLuIou|
¥ |T¥ |OF |6E |BE | LE|9E|SE|VE|EE |ZE |TE|0E| 6T | BT |LT|9C|ST| VT |ET|ZC|TT |07 |6T |8T [LT|9T|ST| VT |ET|ZT|IT|OT|(6 |8 |L |9 |S |V |E|L T Hsin Apnis
ETT| 66|98 |TL|P9 (LS99 |99 | VS |ES|ES| TS |05 |6V |87 |Lv |9V |SP | P [EV || Ty |OF | 6% |BE |LE|9E |SE|VE|EE|LE|TE|0E|6T|EC|(ST(8 (P | E [ | T 0E- Aeg Apmis
LT [ST|ET(IT(OT| B 8 L 9 5 vl lE[E T Heam Apms
s ¥ 3 [4 1 Yiuow Apmis
%3 dn mojjo4 (Apre@) 2s0q 2diny asoq 3jduis u33435 pouad Apnig

:Z pue | spIoygo)
yey) Mo ApmS T

dvs

Y1S0dD-"1dV :1020}01d
‘ouy ‘syeonnooeunieyd siody



9 Jo I 98ed QI0T unf L0

('€ UOISIO A

(ajdwes yd asop-1s0d e 0] uonppe ul asop-ald pa1aa||o3 aq ||im sajdwes asaym g 1siA 1daoxa) asop-aid uayel aq [im sajdwes poojq SHSIA Suisop ug 3

asop-aid peal pue auop aq 1snu 1 s1siA Sulsop uQ "9
asop-1sod sinoy ¢ pue asop-a.d U381 3q [jiM z usIA uo sajdwes yd '

Suisop Jaye sanuiw Qg ulyiim pue Suisop ol oud sinoy g ulyupy “asop-isod pue -a1d paliio)isd 34 o1 susia Suisop up Qg
‘uolielisiuiwpe Snip Apnis 1aye Inoy auo SUGP 34 [jiA Juawssasse als uondalu] "awoy s,1uaiied 16 UOIIRIISIUILIPY = H "S1S [E3IUI[D 18 UDIIRIISIUIWPY = § )
Suisop Jaye sa1nuIw Qg ulyim palliofisd 3q o1 susia Suisop uQ g

"UOI12135IP §,|d 3Y1 1B ‘Sl Jaylo 1e paliio)iad 3q Al uoneulwexs [eaisAyd usaup-woldwAs v paledlpul sjulod awil pajnpayas ayl 1e palliopisd 3q [ji uoneuiwexa [eaisdyd |ny v 'y
LS I S I S IS I S O I G S 0 I S S S S 0 I G I 0 I G S S S I G A S 0 S U S (O I ® (3AvIN) prodal sisoquuioay
X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X SlUaAa IsIanpy
X b b b X aeas andney 11Dv4
X b X X b X X o *159) Aueudaid suin

X (ooH-g) foueuBaug
X b X b X X S1E|0} ZTE UIWBYA ‘US4
X X X X X X uigojowsy 3314
® ¥ ® sisheuy Fall/zTyL
X X X X X X uoipsodap €1 Aswolis moj4
X X X X X X HNd 10} Apsworis moj4
X X X X X X (DSHY pue pgHD “ED) 3yoiduawajdwod
X X X X 3jyoid uonenseon
X X X X X X uigojdoidey
X X X X X X 1unod 31koojnonay
X (ADH pue BvSaH ‘AIH) ABojosas
X X X X X X X Aisiwayo pue ASojolewaH
X X X X X X X aseuadoiphyap 2181087
X X E X X X X Aesse Qv z-1dv-uy
x [ x [ x [x [x [x X X X ¥ | x [x | x 4 S3iSUINoIEUIed
X | x | x [ x |x |x X X X X | x |x X X 3 poojg
K X X X X X X X sishleupn
x|k [ [ [ x [ w [ [ x [ x [ x [x [ x| x [x [ x [x|x [x|x|x[x|x|x[x|x|x[x]x]|x]|x]|x|x|x X a SIS 3INSEIW uFis [BlA
x|k [ [ [ x [ w [ [ x [ x [ x [x [ x| x [x [ x [x|x [x|x|x[x|x|x[x|x|x[x]x]|x]|x]|x|x|x X SUOIEJIPLU JUEYWOIUO)
ol x| x [ x [ x [ x [ x [x [ x [ x| x [x|x|x [x|x|x[x|x|x[%x]|x]|x|[x]|x|x]|x
H|/HH|HIH|H|SH|H|HH|H|H|S|H(H|H|H |H|H|S |H|HIH S |[S|S s
X X X X X X X X X
X X X
X anolqiue aanuanaid aguasald
X BRI Alua malnay
X [A10351Y SIS0QUIOIY] PUE ‘UOISNYSUEI] ‘|EJIPDIA
X saydesBowaq
X JUISUOY paLLIoju|
GE |VE | EE | CE | TE|0E |6 | 8C | LT |9C | SC|¥C |EC|TC|TC|0C |6 |8T | LT |OT (ST (VT |EL|CT|TT(OT|( 6 |8 | L |9 | S|V | E|C T usiA Apmis
S8 |TL| LS| EF | 9E (6C | BT | LC|9C|SC |VE|€C|CC | TC | 0T | 6T (8T |LL (9T |ST| VL |ET|(C0|TL(O0| 6 | 8| L |9 | S |¥ | E| € |T| O Aeq Apmis
EL|IL| 6 | L£]| 9|5 ¥ 3 € T - yaam Apms
1] dn mojjo4 (Arreq) asoq aldnin uaans| pouad Apnis

1€ 110Y0)

dvs

Y1S0dD-"1dV :1020}01d
‘ouy ‘syeonnooeunieyd siody



9% JO €1 93ed QIOT UN[ LO ('E UOISIOA

1BYO MO[J UOIIBNUNUOD MO[aq $9J0UI00,] ey MO[] ApmS 995

1 [3nvIN) pao22a sisoquuoay L

Slusha asisnpy

a|eas ansiey 110y

E A A

A A

¥ "1531 AueuSzud auun

(20H-a) Aoueudalg

k]

312]0) 7T UILLELA ‘UNLISS

E

uiIgojgowsy s34

sishjeuy 3au1//TYL

1sodap £7 Adyaworio mo|d

HNd 104 Ajawoiho moj4

(0SHW pue 0gHD "ed) apyoud Juswajdwo)

2|1joid uoe|n3ecd

uiqo|FoydeH

kS

B B s

-

EA AR R A I R e

unoo 23koo|nonay

r "[A2H pue Bysad ‘AiH) ABojoss

E

“faysnwzyo pue ASojolewaH

k.

aseuzBoipAysp 318108

Aesse gy z-1dv-uy

=

E

kS

| *S2133UR02ELIBYd

S

kS

=

1 ‘poolg

sishjeurn

o ‘spuaLanseaww udis [eup

EA A b

SUOIIEIIP3LW JUELWOIUDY

4 "JUBWISSISSE 23S uoIPalu)

= A

E A

A

L |

== o

ESEAEARES

==l e

= A A

=l e -

ESEAEARES

I | x|

== e e

== o

I | 2| 2

==l e e

== e e

==l e

= A

A

L |

=

W |

A A

3 "uonENsSIUUpE Z-1dY

B R A e e B o

E Bl A A ] o e o o

E A e e e e B e

A A

E Ll A A R R e R ) B

E

a "weiSolpIeini}da|s pesl-zZT

2 "uonjeurwexs [enshyd

4 "J10IqIIUE SAIUIARI

7 "UDIIBUIIEA,

ELIZNID AIU3 MaIARY

A10351Y SISOGUIOIL) PUE ‘UDISNYSUEL] ‘[EJIPN

saiydesSowag

JUBSUOT PaLLIou|

be

8¢

i

9¢

5S¢

£

[44

114

0z

]}

81

1

91

5T

Ll

ET

[1)

1T

0T

5]

usip Apms

8¢

iz

9¢

5¢

L

EC

[£3

L4

0¢

61

81

LT

91

ST

LS

ET

(43

T

0T

=

keq Apnis

£

[

Ha3m Apnis

(Apreq) asoq aduiniv - T 14vd

[TEETE

pouad Apns

:p 110Y0D)

dvs

Y1S0dD-"1dV :1020}01d
-ou] ‘syeonnoseuwnteyd siody



9% JO pI 98ed QIOT UN[ LO ('E UOISIOA

1IBYO MO[J UOIIBNUNUOD MO[oq $9J0UI00,] JeyD) MO[] ApmS 995

X X X X X X X X X 1 (3nv) proaza sisoquioay L
X X X X X X X X X SUBAR BSIBADY
X X X 3|eas andney 110v4
X X X XK ¥ 1531 AoueuSaad sunp
X X X X F18|0) TTE LILWELA UL
X X X X uigojowsH 334
X sishjeuy 8311// Tyl
X X X X uosodap £2/HNd 0} Anawoifo moly
X X X X (05dv pue gsHD ‘g2 2oad waws|dwod
bt X X X 2|yoid uonendeod
X X X X uigojgoidey
X X X X Wno3 31430 N01EY
X X X X -haysiwzyo pue ASojciewaH
X X X X @seuzBolpAysp 2181287
X X Aesse qy Z-1dv-1uy
X X X X | "sansUyoIeWIEYd
X X X X | "poolg
X X X X sishjeurin
X X X X X X X X X 0 "SJUBLIBINSEILW USIS [BUA
X X X X X X X X X SUOIIEMPI JUBHLUCIUD)
X X X X X X X X X 4 "JUBWISSISSE AYS U3
H S H S H ) H H S 3 "uonegsiuwpe 7-1dv
X X X X a "welSolpieI0is|? peal-IT
X ¥ 7 “uoieuuexa [eashyd
X X X X X X X X X g ")30IgIuE anjuanaig
BLIRIID AJJUz MaInaY
A10151y SISOQUIOIY) puB ‘ucisSnysues] ‘[eapa
soydesSowag
USSUO0T) PILLIOU]
CBO1ES ol T 0368 8s L5015k | ¥ EFO1/E 9EDITE [4}3 usip Apnig
FE01CL | TL | 0L018S LS 9501 ¥r | EF Ik 019t SE010E BT Aeq Apnig
€T PUETT 0T pue g gpue /s g c W= Apnis
(tg Aeq 01 67 Aeq wouy Ajleq) Juswieal] - ¥7 Hed pouad Apnis

dvs

Y1S0dD-"1dV :1020}01d
-ou] ‘syeonnoseuwnteyd siody



9 Jo GY 98ed  T0T Unf L0

('€ UOISIO A

1IRYO MO[J UOIIBNUNUOD MO[oq $9J0UI00,] JIeyD) MO[] ApmS 998

7 (3AvIA) p1od3a sisoquioay |

Slusha asi=npy

3|eas an3ey 110v4

3 "1531 foueuSaud sunn

>

>

E

91E|0) ZTE UILLEUA ‘UL

b4

|| = x| =

>

EAEAEA A I E]

>

uigojBowsy 3214

sisheuy 3a41//TYL

uciysodap £2/HNJ Jo) Anawoito mold

{05dw pue gsHD ‘€] appord wawsadwo)

uigojdoidey

1unod a3Aoononay

3|oid uonendeo

-Auysnways pue ASo|oleWaEH

L I ) i R 4

B o

o o [ o e e

aseusBolpAysp 21E108]

Aesse gy g-1dy-nuy

| *S2113UR0IBWLIBY ]

| ‘poolg

sishjeunin

5 "spuawRInseaw udls [eyuA

SUDILEIIPALU JUBHLLIOILOY

4 "Jualussasse ayis uodafu)

g e e

g e e B

FAE SR

el - -

e e

el

3 “UoHELSIUIWPE Z-1dV

o Rl o [ e R e

AL AR A AR A A AR

E R I I e e

e RN B B B ) B B e B B B B B e

Ll Rl e e e B B

a "weiSo1pieIo a3 pes|-7 T

J "uohEUIWEXS [edisAyd

>

ol R o P e el o e = B R B R o e e e e e el el e o [ 4

q "I0IIIUE FAIUIAS I

B3N A1JUs M3IASY

AIo1s1y SISOQWOIYY PUE ‘UISNiSUBL) ‘[EdIPaIAl

saydesSowaq

JUSUD) paLLIou|

ESC 0} LEE | 98

SEC 01661

g6l

LT O3 TLT

04T

69T 03 EFT

vl

TrT 01511

1T

ETT O} LB

98

usip Apmig

EST0197¢ | GEF

FEZ 01 86T

{61

96T 01 04T

69T

29T O3 EFT

TrT

OrT O3 +1T

ETT

CIT 0198

S8

Aeq Apnis

QE 01 EE

CEO16Y

8¢ 0152

veol1e

02 0M/T

OT 01 ET

o Apnis

W panuiuod - (pog Aeg 01 g8 Aeg wouy Ajleq) Juswiess) -g ¢ ved

pouad Apnis

dvs

Y1S0dD-"1dV :1020}01d
-ou] ‘syeonnoseuwnteyd siody



9% JO 9 28ed QIOT UN[ LO ('E UOISIOA

1 (3IATI) p1o331 s1soquIoay |
SJUDAD ISIDAPY
3eas anSney 110v4
A 3591 AueuSaud suun
31€|0) 19 UILEYA ‘UL
uigojfowsH s34
sish|euy 3311//TYL
uciisodap €3/HNd Joj Alawoiho mopd
{0sdv pue 0sHD ‘£2) apyoad wawsdwod
uigojdoydeH
wnod akoonaney
3|yoid uonendeo)
“Aasiwzyo pue ASojoleWwaH
aseuzBolpAysp 31R1087
Aesse qy z-1dv-nuy
| "S23UD0IEWLIBY
1 ‘poolg
sishjeunn
0 "sjuawwRInseaw udis [ByA
SUOIEJPALU JUENLIOIUD)
4 JUBLISSISSE 35 UoiRalu|
3 uoiERsIuWpe 7-1dY
a "weiSo1pIed0iI3|3 pes|-zT
7 "uoleuIweRS [ENsAYd
q “NI0HJIIUE IAIIUIA I
BLRILD Aljua mainay
A103s1y SISOqIOILL puUE ‘usIsSnSUEL] ‘[EJIP3IAI
saydesSowag
JUISUOT PAWLIOU|

k4
e

A A T s

k4
e

e e el [ e
L R R = e o

I | x| =
= e B
==
==

EL R Rl e [ R e R e i el [ el e e

E R e B e B e
E I o Bl e B e

e o R e e B [ e e e e e A R o e e e B [ e

GOE 01 6EE BEE LEEMTIE 01E B60E 01 €8T T8 T8¢ 01 55¢ ase in Apnis
9E 01 BEE LEE QEE M OTE 60E B0E 01 €8¢ T8¢ 08¢ 01 75T EGT Aeq Apnis
€S 0l 6t 8 0151 P 01 T Ok 01 LE ¥ Apnis

W [roe Aeqg 01 58 Aeq wouy Ajleq) Juswiyeal] - gz Jed - psnuiuod - pouad Apnis

dvs

Y1S0dD-"1dV :1020}01d
-ou] ‘syeonnoseuwnteyd siody



9% JO LT 98ed QIOT UN[ LO ('E UOISIOA

93ed 1xou U0 $O10U300,] 1BYD) MO[,] ApMIS 995

¥ ¥ i ¥ ¥ b ¥ ¥ X T{IAYI) pIODaL SPSTUIOI L
X ¥ ) ¥ ¥ ) ¥ % X SILBAS FSIRAPY
X X 3 b ¥ ¥ i ¥ X BjE3g andney vy
X X % ¥ ¥ h ¥ ¥ X o 1503 AsuewBasd auun
¥ b X ¥ * X % % X e A e |
i X X ¥ X X ¥ ¥ X g oEOLIEH S84
K u ¥ ¥ f X sIERELY J341 1 TUL
uorsadap
X b X * * * X X X £3/HAd 10) Anawoiks Mol
{D5dV PUE DSHD
¥ X 3 X X X % % % ) aqmadl Jusasidusos
¥ X % b X X b % % upedoidey
X X X % X X i X ¥ wnoa a3hao| nagay
® X k3 ¥ X X i 4 ¥ Fyord uopendeos
X X X % X X ¥ ¥ ¥ Auisiwayn pue Adojoieway
X X - ® X X » b ® aseusFolpAyop e
¥ X % ¥ X ¥ b i ¥ ARSSE gy T-1d -0y
X X X L3 X X X X X | SH1BLHUDRULIEL 4
% X % ¥ X X b3 % % | “poo|g
% % ¥ ¥ M X W X % spad[Eu|In
kK X ki X H ¥ X LS % 3 “SUSUBANS LU WS EIEA
b ¥ ¥ X ¥ ¥ f Ed ¥ SUDRHPEW JUBHWOIN0]
¥ ® X X ¥ ¥ k3 % ¥ 4 "JUALESISEE 2|5 uopa(uj
5 5 § 5 H 5 3 "UOBERSIUILPE E-1dY
¥ * ¥ % ¥ ¥ ¥ X X 0 *WBFOIPIEI0 330 & ped|-E]
¥ X * X 3 MO Ieu e |EAlyd
X X X X X X 8 TRo{aile anatisasld
EUED Adjua mainay
Asoas]y s1seguoayy
pue ‘uopEnsuL s
sapydesiowsg
JUSSLIO] paLLIOL]
STETY
#IE ELE TIE TLE 0L G9E RIE L9F 99 iprs
[shep {shep [shep (shep (shep {sAep {sdep [shep {shep feg
£+ € /4] £-4) -] ¥T-/4) ¥/t L) L L) Apiis
SHE L5E Etid, BEL o] 195 Lit Tet SOE
ET1 G0t fot 1114 6 53 &0 19 3 oM
Apnyg
Wiz
{#) L3 10 3i%3 pue dn-majjod =g 184 | ARQ O) §AE ABQ WIOUR AJIBG) JUDLLLEDL] - JF 1B - POTUALES peuad Agns
dVvSs

Y150dD-"1dV :1090}01d

‘ouf ‘sreonnodeurey  siody

el



9% JO 81 23ed QIOT UN[ L) ('E UOISIOA

*JOJRUIPIO0d Apnys A} 03 SHUAA Aue 110dax 0) pajonmsul q [[Im s302[qng *susia dwoy SuLmnp [Quuosiod
[OIBISAI AQ pajen[BAd 9q I93U0[ OU [[IM FAVIA ‘duund oy} eIA 7-TdV JOISIUTIPE-J[IS 0} 1IBIS S103[qns oy} 0PV “JUOAT JB[NOSBA 9SIOAPY IO[B]N = FAVIN 1

‘Sursop 03 Joud JgDOM 103 pa3o1dwod oq pinoys 3591 Aoueudard durmn ‘Aep Sursop & uo duop J| Y
‘uonensmIwpe -4V 03 Joud pawguod oq [[im ‘sniia O spynedoy pue ‘udSiiue doepns g snunedoy ‘Snura AQUSIOIpoOUNUIMII UBWNH JO 90UISQY [

-9sop-1sod sinoy t 18
pue osop-o1d uoxe) oq [[x ordwes onounjodeureyd e ATuo g HSIA e jer uondooxo oy} s dsop-axd udye) 9q [[im sopduwes pooiq ‘Aep Sursop e uo ouop Jj| |

" 910U 939§ — PAAISY 'H

"SUOI)RIISIUTWIPE JWOY-JB J9)B PUB J10Jdq PAINSBIW 9q J9Fuo] ou [[1m sudis [eyia ‘dund oy vIA -V Idisiunupe
-J1os 03 11e)S S300[qns oy} J1 "SUISOp JIoJe SAINUIW ()€ UIYIIM pue Suisop 03 Jord SInoy g UIyiim painsedws oq [[Im suSIs [e)iA ‘Aep Sulsop & Uo auop j| "D

*JOJRUIPIO0d ApPM)S AU} 0} UOIIOBAI IS
uonodfur Aue 310dal 0) peIoNNsUI 9q [[IM $309[qNg "sUOHENSIUIUPE JWOY-Je J9)Je [ouuostod yoIeasar Aq pajen[eAd 9q I0SUO] OU [[IM SUOIOBAI 9)1s Uonod(ur
‘dwund oty BIA Z-TdV IOISIUIUPE-J[OS 0] 1IB)S S3102[qns oy} 10) Y "UonensIuIupe g-"JJV Jo1e sainuiu (¢ uryiim pauLiopad oq [[1m Juowssasse )1s uonodfuy -

‘[ouuosiad 19730 10 9sInu yoIedsal e Aq Sururen djerrdoidde Surareoar
Ioyje ‘QuIoy Je suoIsnyul H)S Y} J9ISIUIUpe-J[9s Avtl $109[qNS "UONBNSIUIWPE dNUNUOD 0} Z-TJV O3 3JAUq [BJIUI[O JO UONRIISUOWIP OU ST I3} Jey)
apn[ouod Josuods pue 103e31)SIAUL o) J1 dwiry Aue je paddols oq Aewr Judwjear] -dwoy §,309[qns je uONBNSIUTWPY = H 9IS [EITUI[D J& UONeNSIUIUpY =S g

"3UISOp Io}Je SoINUI ()¢ UM poutorod oq 03 are (SH)H) SWeIZoIPIBO0NII[ ‘Aep SuIsop e uo duop Jj| ‘(g

"UOTJRIOSIP S, [d Y3 e ‘sowuny
10130 Je pourojrod oq Aewr uoneurIEXd [BOISAYd USALIP-HOIdWAS W "pajedrpur sjutod own pa[npayos oy e pountoyrod oq [[Im uoneurwexd [edrsAyd (ng D

“Z-1dV JO 9S0p 1Se[ 9y} I93Je SABp f] [I3UN 7 JISIA WOIJ Udye) 9q [[IM SO1oIquuy ‘7 HSIA 0} Jorid paquosald oq [[Im SonoIqrue dANUdAIL g
"IOJB[ SOOM § JSBI[ Je PAIdISIUIPE 3] [[IM £ZASdd

Jo 9sop e pue | Ae(q 03 JoL1d SOaM 0M] JSBI] JB PAIASIUTWPE q [[IM €] ADd JO 9S0p € “‘Suruoalos Juunp pairnbal st UOHBUIOIEA [BI0000WNAUJ J] “SYIUOU
7 19)J& PId)SIUIWIPE 9q P[NOYS (SUONBUIIIRA [J0Oq 10]) 19)500q € ‘(4]— A& 03 dn) Suruaaros SuLnp paIo)SIUIUPE . S/QUIOOBA SIPIISUIUOW BLISSION JI 'V

dvs

Y1S0dD~1dV -[090301d
‘ouy ‘syeonnooeunieyd siody



9% JO 61 93ed QIOT UN[ LO ('E UOISIOA

“JISTA UOTJBUTULIO) A[IBD JO JIXd ) JOJ ¢ 1Ied OIUl A[JOJIIP QAOW [[IM ‘)7 10 g7 VT ‘1 Med Sunmnp own Aue je Sursop anunuodsip ey s3odlqng N

"SUSIA A[qjuot pa[npayos oy}
)M JRUID)[E [[IM PUE S}ISTA PI[NPIYISUN) SB PIPIOIAI 3 [[IM SIISIA JTUI[D BI)XA YT, "SHSIA OIUI[O ¢ [RUONIPPE Uk 0) dn 9’1 9SBAIOUT ISOP I} JOJE SYIoM
0 1S11J Y} 10J (SY0oM { AIQAQ JO PeIISUL) SYOIM 7 KIOAD SYISIA KJ9Fes JOJ d)IS [BOIUI[O Y} PUANE [[1m 100[qns oy} ‘Aep/Swl ()L < O} PISLIOUI SI 9sOp Y3 J] "N

dvs
Y1S0dD~1dV -[090301d
‘ouy ‘syeonnooeunieyd siody



Apellis Pharmaceuticals, Inc.
Protocol: APL-CP0514

SAP

3.0

GENERAL ANALYSIS DEFINITON
3.1 General Considerations and Definitions of Baselines

No formal statistical testing will be performed on data from Cohorts 1-3. Comparisons
to baseline will be performed for Cohort 4.

Continuous variables will be summarized using the number of observations (n), mean,
standard deviation (SD), median, minimum, and maximum. With so few subjects in
Cohorts 1-3, continuous data, unless specifically mentioned otherwise, will only be
summarized for Cohort 4.

Categorical data will be summarized by treatment group and over all subjects using
frequency tables. The summary over all subjects will be based on unique subjects, so
subjects who participate in more than one cohort will only be counted once.

The baseline for this study will be taken as the pre-dose measure on Study Day 1 (i.e.
prior to the first dose for all cohorts). If this is missing then the screening value, or, if
available, a pre-dose unscheduled measurement will be used (whichever is closer to
the baseline date).

With Cohorts 1 and 2 including a single dose phase before the multiple dose phase and
Cohorts 3 and 4 only including a multiple dose phase, data from Cohorts 1 and 2 will
be presented for the single dose phase separately from the multiple dose phase.

Where multiple dose phase data from Cohorts 1-4 are presented together, changes
from baseline will use the last measurement prior to the start of multiple dosing as
baseline. For Cohorts 3 and 4 baseline is scheduled to be Day 1, whilst for Cohorts 1
and 2 the multiple dose baseline may be Day 1 (ECG, complement profile, and
cytometry data), Day 22 (FACIT and laboratory safety test data), or Day 29 (vital sign
data).

For Cohort 4 the treatment phase consists of four parts - Part 1 covers the first 28 days
of dosing and Parts 2A, 2B and 2C cover the treatment period till Day 84, Day 364 and
Day 729 respectively. To assist in the reporting of the study the treatment phases for
Cohorts 1-3 will also be considered as Part 1, as this will cover the dosing period till
the end of 28 days multiple dosing.

All collected data will be listed. Data listings will be presented by cohort. Subjects
who enter more than one cohort will be identified in the listings using a unique flag, so
it is possible to link the data across cohorts. For Cohort 4, a dose column will be added
to all listings that contain post-dose assessments, where the last dose that was taken
before the assessment will be listed.

Listings will include study days, which are relative to the first day of dosing (Day 1).
For subjects who participate in more than one cohort the study day for each cohort will
be relative to the first day of dosing in that cohort.

Study days will be calculated as:
For events that occurred on the day of or after administration of the first APL-2 dose:

Study Day = visit date — date of first APL-2 dose + 1
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For events occurred on days before administration of the first APL-2 dose:

Study Day = visit date — date of administration of first APL-2 dose

Where assessments/events occur after the start of the multiple dose phase for Cohorts 1
and 2, the listings will also include the study days relative to the first day of the
multiple dose phase (henceforth referred to as the ‘multiple dose day’).

3.2 Handling of Missing Data
3.2.1 Safety Data

Missing safety data (e.g. partial dates and missing severities) will be dealt with on a
case by case basis if they arise. As a general rule, a conservative approach will be
adopted (e.g. partial Adverse Event (AE) onset dates and missing severities will be
taken as the earliest ‘on treatment’ start date and highest severity, respectively,
consistent with the partial information available).

Handling of missing dates/times are detailed in the appropriate sections.

In the event of a missing baseline value (e.g. vital signs) a screen measurement or pre-
dose unscheduled measurement may be used (whichever is closer to the baseline date).

The original data will always be presented in the listings.
322 PK and PD Concentration Data

APL-2 concentrations reported from pre-dose on Day 1 to the time of the first
quantifiable value will be taken as zero for linear plots and the calculation of PK
parameters, and equal to the lower limit of quantification (LLOQ) for semi-
logarithmic plots.

After this time point, concentrations below the limit of quantification (BLQ) will be
set to the following thereafter:

e missing for the calculation of PK parameters
e zero in linear plots
e LLOQ for semi-logarithmic plots

If a BLQ value falls between two quantifiable concentrations the value will be set
equal to the LLOQ), unless it’s exclusion can be justified (e.g. implausibility given the
profile observed and known PK properties).

In the event of a missing PD baseline value a screen measurement or pre-dose
unscheduled measurement may be used (whichever is closer to the baseline date).

If a baseline PD value is zero then the percent change from baseline will not be
calculated. If a post baseline value is BLQ, then the value will be set to the LLOQ.
Similarly, for PD plots, a BLQ value will be set equal to LLOQ.
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4.0

STUDY SUBJECTS
4.1 Dispositions of Subjects

The number of subjects screened and the number of subjects participating in more than
one cohort will be presented over all subjects.

The following numbers of subjects will be presented for each cohort:
For Cohorts 1 and 2:

e who receive the single dose

e who withdraw prior to Day 22 (i.e. prior to multiple dosing)
For All Cohorts (unless otherwise specified):

e who receive at least one dose during multiple dose phase

e who complete Part 1

e who withdraw during multiple dose phase of Part 1

e who receive at least one dose during Part 2A (Cohort 4 only)

e who complete Part 2A (Cohort 4 only)

e who withdraw during Part 2A (Cohort 4 only)

e who receive at least one dose during Part 2B (Cohort 4 only)

e who complete Part 2B (Cohort 4 only)

e who withdraw during Part 2B (Cohort 4 only)

e who receive at least one dose during Part 2C (Cohort 4 only)

e who complete Part 2C (Cohort 4 only)

e who withdraw during Part 2C (Cohort 4 only)

e who complete the study (i.e. through to end of study follow-up)

e who withdraw during follow-up and reason for withdrawal

e in each analysis set

e who are still on study (interim analysis only)

Reasons for discontinuation and screen failures will also be summarized.
4.2 Protocol Deviations

A protocol deviation is any change, divergence, or departure from the study design or
procedure defined in the protocol. A subset of the protocol deviations may be
identified as a major protocol deviation as described below:

Important Protocol Deviation: An important protocol deviation might significantly
affect the completeness, accuracy, and/or reliability of the study data or that might
significantly affect a subject’s rights, safety, or well-being.

The following categories will be used to group protocol deviations:
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Eligibility Not Met

Study Assessment Noncompliance
Study Drug Noncompliance

Study Schedule Noncompliance

Other (including details of the deviation)

Nk v =

The following are categorical reasons used to document why a protocol deviation
occurred:

1. Subject illness

Subject unable to comply
Subject refusal

Clinical error

Pharmacy error
Laboratory error
Investigator/staff decision
Other

Upon soft lock of the database, all documented protocol deviations in the study will be
reviewed to identify all important protocol deviations. The data review team will
include representatives from clinical operations, medical, data management, and
statistics. Final decisions will be documented and databased in the SAS analysis
datasets. Number and proportion of subjects with protocol deviations
(Important/Other) may also be tabulated by protocol deviation category if data
warrants. Subjects excluded from each analysis set will be tabulated with reason for
exclusion.

NN R WD

4.3 Analysis Datasets
43.1 Screened Set

The Screened Set will include all patients who signed the informed consent form and
were screened for participation in this study. This set will be used only for the purpose
of describing subject disposition.

4.3.2 Intention to Treat (ITT) and Safety Sets

The ITT and Safety Sets will include all subjects enrolled who receive at least one
dose of the study medication.

433 PK and PD Sets

The PK set will include all subjects in the Safety Set who have at least one PK sample
drawn with a measurable serum concentration of study drug. The PD set will include
all subjects in the Safety Set who have at least one PD sample drawn and a measurable
PD value.

Version 3.0 07 Jun 2018 Page 23 of 46



Apellis Pharmaceuticals, Inc.
Protocol: APL-CP0514

SAP

5.0

6.0

DEMOGRAPHIC AND BASELINE CHARACTERISTICS

Demographic data, medical history, concomitant disease and prior medication will be
summarized by cohort and for the overall study by means of descriptive statistics (n,
mean, SD, median, minimum and maximum) or frequencies (counts and percentages).

Time since diagnosis of PNH (years) and the baseline measurements for complement
parameters (CH50, AP50 and C3), clonal distribution of PNH Red Blood Cells (RBC),
hemoglobin level, LDH, haptoglobin, reticulocyte count, total bilirubin and total
FACIT score will be summarized by cohort and overall using summary statistics for
continuous variables. In addition, the number of transfusions in the last 12 months
prior to randomization will be summarized using summary statistics of median,
minimum and maximum.

Time since diagnosis = (informed consent date - date of diagnosis + 1)/365.25

Medical history, concomitant disease and prior medications will also be summarized
for each dose group (cohort) and over all subjects by MedDRA Version 17.0 System
Organ Class (SOC) and Preferred Term (PT). Prior medications will include any
medications reported with a start date prior to the subject taking their first study dose
and will be summarized by WHO ATC Class 1 Term and WHO drug Preferred Term
(March 2014).

The number of subjects experiencing past thrombosis and the number of events will be
summarized separately by cohort and overall.

Subjects who participate in more than one cohort will only be counted once in the
summaries over all subjects, using the data collected for their first cohort. The
summaries by cohort will use baseline data from each of the cohorts.

CONCOMITANT MEDICATION

Concomitant medications will include any medications being taken after the subject
starts their study medication. Hence, medications ongoing at the start of dosing will
be counted in both the prior and concomitant medication summaries.

Concomitant medications will be summarized for each dose group (cohort) and overall
for subjects in the Safety Set. Concomitant medications will be summarized by WHO
ATC Class 1 Term and WHO drug Preferred Term (March 2014).

Subjects who participate in more than one cohort will only be counted once in the
overall summary, all concomitant medications across the cohorts will be included in
the overall summary.

A separate listing will provide information on the eculizumab dosing regimen. The
listing will detail the subject’s periods of each dosing regimen. Hence if the subject
stays on the same dosing regimen during the study there will be a single entry in the
listing with the study start and stop dates and dose.

If either the start or stop date of medication is missing, the worst or most conservative
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case will be considered when assigning medications to categories. So for a missing
start date (where stop date is after date of first dose) the date will be imputed as the
date of first dose; for a missing stop date the date will be imputed as the date of last
dose or start date if start date is after last dose. If a partial date is recorded, the
following convention will be used to assign the medication:

e If a partial date is missing a start day and the month/year is the same as first
dose date then use first dose date, else ‘O1° will be used for the day; if a start
date is missing a month and the year is the same as first dose date then use first
dose date, else January will be used for the start month.

e If a partial date is missing a stop day and month/year is same as last study date
then use last study date, else last day of the given month will be used for the
stop day; if a stop date is missing a month and the year is the same as last study
date then use last study date, else December will be used for the stop month.

TREATMENT EXPOSURE AND TREATMENT COMPLIANCE

Treatment compliance will be calculated based on the drug accountability log
documented by the site staff.

For each subject the following will be listed:
e For Cohorts 1 and 2, the last phase of dosing (single or multiple)

e Last study day of dosing within the last study phase (i.e. Study Day calculated
from Day 1 if last day is in the single dose phase in Cohorts 1 and 2, or the last
dose day relative to the start of multiple dosing)

e Number of days during the multiple dose phase they received treatment

e Compliance (percentage of days they took medication prior to study
discontinuation/completion).

For Cohort 4 the number of days dosed and the compliance will be presented for Parts
1, 2A, 2B and 2C separately as well as over the whole study.

Where subjects in Cohort 4 have their dose escalated to 360mg/day separate
information will be supplied for each dose. This will also be done if subjects change
their dose for any other reason, with rows of the listing being in chronological order.

For those subjects who switch to using the ambulatory syringe pump the first day of
using the pump will be listed. The date of change in formulation will also be listed.

EFFICACY ANALYSIS
8.1 Exploratory Efficacy Analysis

RBC Transfusions
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The absolute and change in number of RBC transfusions per month and the absolute
and change number of units transfused per month will be summarized by cohort and
by phase of the study (Parts 1, 2A, 2B, 2C and 3) and over the whole on-treatment
study parts (Parts 1, 2A, 2B and 2C). For Cohorts 1 and 2 the data will be split by the
single and multiple dose phases.

Only whole blood and Packed Red Blood Cell (PRBC) transfusions will be included.

The number of RBC transfusions per month will be calculated for each part of the
study as number of transfusion reported during study part * 28 / number of days in that
part of study. The whole on-treatment study will be from first dose to last dose
received. A similar calculation will be used for the number of unit transfused per
month.

The baseline number of transfusions per month will be calculated as number of
transfusions reported on 12-month transfusion history /12. For subjects who enter both
cohorts the baseline for both cohorts will be taken from the 12-month transfusion
history prior to their first cohort.

All 12 month transfusion history and on study transfusion data will be listed by
Cohort. A separate listing of the number of transfusions per month and number of
units transfused per month for baseline, each part and over the whole on-treatment
study parts will also be included.

FACIT

The Functional Assessment of Chronic Illness Therapy (FACIT) Fatigue Scale
(Version 4) is an exploratory efficacy endpoint. The individual fatigue score will be
calculated (see Appendix 1 of the protocol), where a higher score corresponds to a
higher quality of life.

Individual fatigue scores will be tabulated along with changes from baseline for the
ITT population by cohort, study part and study day.

As mentioned in Section 3.1 the multiple dose phase data from Cohorts 1-4 will be
listed with changes from baseline using the last measurement before the start of
multiple dosing as baseline (scheduled as Day 22 for Cohorts 1 and 2 and Day 1 for
Cohorts 3 and 4). Additionally, Cohort 1 and 2 data from both single and multiple
dose phases will be listed using Study Day 1 as baseline for the changes from baseline.

In addition to the observed values and changes from baseline, the listing will also
include the study day of assessment and the multiple dose day for assessments made
during the multiple dose phase.

For Cohort 4, the absolute values and changes from baseline will be summarized,
using descriptive statistics, by study visit. The associated 95% confidence interval and
2-sided p-value (Student’s t-test) for the changes from baseline will also be presented.

Total score and changes from baseline in individuals’ fatigue scores will be plotted by
multiple dose day, with each cohort (dose) and each subject being identifiable. For
both the total score and changes from baseline, two plots will be presented. The first
will present the Part 1 data (multiple dose data only for Cohorts 1 and 2) and the
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follow-up data for Cohorts 1-3. The follow-up data for Cohort 4 will also be included
if the subject doesn’t continue dosing into Part 2A. Subjects who participate in more
than one cohort will be identified in a footnote.

The second plot will present the Cohort 4 data over the whole study.

For all plots a dotted line will be used to identify follow-up data and the actual
sampling day will be used on the x-axis.

The FACIT and all related works are owned and copyrighted by, and the intellectual
property of David Cella, Ph.D. Permission for use of the FACIT-FATIGUE
questionnaire is obtained by contacting Dr. Cella at information@facit.org.

SAFETY ANALYSIS
9.1 Adverse Events

Treatment emergent adverse events (TEAE) are defined as those AEs that develop or
worsen after the first dose of study medication, up to 30 days beyond the last dose of
study medication. Version 17.0 of Medical Dictionary for Regulatory Activities
(MedDRA) will be used to classify all AEs.

AEs will be considered treatment-emergent (TEAE) unless there is clear indication
that the event occurred prior to first dose of study drug. AEs present prior to the first
dose of study drug administration that increased in severity or relationship to study
drug after the first dose of study drug and up to 30 days beyond the last dose of study
drug will be classed as a TEAE. Events with missing or partial dates will be handled
such that in the absence of contradictory information an AE is treatment emergent. So
for a missing start date (where stop date is after date of first dose) the date will be
imputed as the date of first dose; for a missing stop date the date will be imputed as the
last study date. If a partial date is recorded, the following convention will be used to
assign the AE:

e [f a start date is missing the day information and month/year is the same as first
dose date then use first dose date, else ‘O1° will be used for the day; if a start
date is missing the month and the year is the same as first dose date then use
first dose date, else January will be used for the start month.

e [f a stop date is missing the day information and month/year is same as last
study date then use last study date, else last day of the given month will be used
for the stop day; if a stop date is missing the month and year is the same as last
study date then use last study date, else December will be used for the stop
month.

Adverse Events Summary
A by-subject TEAE data listing, including verbatim term, preferred term, treatment,

severity, and relationship to treatment will be provided. Serious adverse events
(SAEs), adverse events of special interest, and details of subjects withdrawing due to
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adverse events will also be listed. The start and stop days (relative to the first dosing
day), onset time since last dose, and the duration of AEs will be included in listings.

Adverse events of special interest (AESI) include the following:

Local or systemic infection of any origin
Clinically significant decrease in kidney function
Thrombosis

Injection site reactions

Infusion pump related events

O O O O O

AESIs will be determined by a review of all AEs by the clinical and data management
study staff. This review will allow for the inclusion of AEs of special interest arising
during the study that are not on the above list, based on a clinical decision. It is
expected that documentation of the AEs of special interest will be maintained outside
the Oracle Remote Data Capture (RDC) system by the biostatistics and data
management staff (with review by medical) and used by the programmer for analysis
of the AEs of special interest.

For Cohorts 1 and 2, AEs emergent during the single dose phase will be tabulated
separately to those during the multiple dose phase, and those during the multiple dose
phase will be presented along with Cohorts 3 and 4. For Cohort 4 TEAEs will be
tabulated separately for Parts 1 and 2.

A topline summary will present the number of subjects by cohort (dose) and overall
with:

e any TEAE

e any TEAE considered as related to study drug (evaluated by the investigator as
Possibly Related or Probably Related or not reported)

e any serious TEAE

e Maximum intensity TEAE of none, mild, moderate, severe; i.e. a subject with
TEAE:s at different intensities will be summarized at the most severe intensity

e any TEAE of special interest

e any TEAE leading to study drug discontinuation

e any TEAE leading to death

The table will also include the total number of TEAEs reported in each cohort and
overall. The total number of unique terms within subjects will also be presented,
counting each TEAE only once within each subject.

Additionally, the following will be tabulated for each cohort (dose) and overall:

e TEAEs by SOC and preferred term in descending order of total events
e TEAEs by preferred term in descending order of total events

e TEAEs regarded as at least possibly related to study drug by SOC and preferred
term

e TEAEs and Serious AEs by maximum severity, and by SOC and preferred term
e TE AESIs by maximum severity
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e TE AESIs regarded as at least possibly related to study drug by SOC and preferred
term

All summary tables will be presented by study part and over the whole study; where
AEs will be categorized by the Part in which the AE started i.e. an AE which began
during Part 1 will be categorized under Part 1 even if it continues into Part 2A (unless
it increases in severity). Summaries will be ordered by descending order of event
count in the overall column (firstly the SOCs will be ordered and then the preferred
terms within each SOC).

If a subject is enrolled into more than one cohort, they will be counted in each cohort
separately, but only once in the overall column for each preferred term.

9.2 Laboratory Parameters

Laboratory values outside the reference range will be identified in listings, using flags
to identify whether above or below the range limits. Chemistry, Hematology,
Coagulation, and Urinalysis results will be presented separately.

As mentioned in Section 3.1 the multiple dose phase data from Cohorts 1-4 will be
listed with changes from baseline using the last measurement before the start of
multiple dosing as baseline (scheduled as Day 22 for Cohorts 1 and 2 and Day 1 for
Cohorts 3 and 4). Additionally, Cohort 1 and 2 data from both single and multiple
dose phases will be listed using Study Day 1 as baseline for the changes from baseline.

Listings of out of range lab results with their corresponding changes from baseline will
be presented for the single dose phase (for Cohorts 1 and 2 with a baseline of Study
Day 1) and for the multiple dose phase. For Cohort 4 the presentations will identify if
the results were from Parts 1, 2A, 2B or 2C.

9.3 Vital Signs

The listing of vital sign data will include change from baselines. As mentioned in
Section 3.1 the multiple dose phase data from Cohorts 1-4 will be listed with changes
from baseline using the last measurement before the start of multiple dosing as
baseline (scheduled as Day 29 for Cohorts 1 and 2 and Day 1 for Cohorts 3 and 4).
Additionally Cohort 1 and 2 data from both single and multiple dose phases will be
listed using Study Day 1 as baseline for the changes from baseline.

In the listing, data fulfilling the following criteria will be flagged:

Value Parameter Low High
Observed Systolic Blood Pressure (mmHg) <80 =165
Diastolic Blood Pressure (mmHg) <40 >095
Pulse (bpm) <40 =120
Temperature (°C) > 38

The number of subjects satisfying each of the above criteria will also be summarized
for the safety population by cohort (dose) and study part. As some of the parameters
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have both low and high criteria it is possible for a subject to meet both over the
reporting period. Consequently, for these parameters, the number of subjects will be
presented in the following mutually exclusive categories:

- All values in normal range

- >1 abnormally low reading and no abnormally high reading
- >1 abnormally high reading and no abnormally low reading
- >1 abnormally low and >1 abnormally high reading

For Cohorts 1 and 2 the data will be split by the single and multiple dose phases.
9.4  Electrocardiograms

The listing of ECG data will include change from baselines. As mentioned in Section
3.1 the multiple dose phase data from Cohorts 1-4 will be listed with changes from
baseline using the last measurement before dosing as baseline (Day 1 for all cohorts).

In the listing, data fulfilling the following criteria will be flagged:

Value Parameter Low High
Observed QT, QTcB, QTcF (msec) >450
PR <100 >240
QRS >140
Heart Rate <40 >120
Increase  from QT, QTcB, QTcF (msec) >30
baseline

ECG results will be classified as normal or abnormal, with the abnormal further
classified as either not clinically significant (NCS) or clinically significant (CS). This
information will be included in listings.

The number of subjects satisfying each of the above criteria will also be summarized
for the safety population by cohort (dose) and study part. For Cohorts 1 and 2 the data
will be split by the single and multiple dose phases. As some of the parameters have
both low and high criteria it is possible for a subject to meet both over the reporting
period. Consequently, for these parameters, the number of subjects will be presented in
the following mutually exclusive categories:

- All values in normal range
- >1 abnormally low reading and no abnormally high reading
- =1 abnormally high reading and no abnormally low reading

- >1 abnormally low and >1 abnormally high reading

9.5  Antigenicity Analysis

These data will be listed by cohort.
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10.0 PHARMACOKINETIC ANALYSES

PK Concentrations

To assess the plasma concentration profile of APL-2 after both single and multiple
doses (steady state), concentrations will be listed and plotted.

Presentations will include:

For Cohorts 1 and 2, a listing of all concentrations sorted by dose group (cohort),
subject number, study day, and nominal time post dose will be presented for the
single dose phase. For all cohorts (1-4) a separate listing of all concentrations
sorted by dose group (cohort), subject number, multiple dose day, and nominal
time post dose will be presented for the multiple dose phases. The actual time
will also be listed, along with the deviations from nominal time in each of these
listings.

For Cohort 4, APL-2 concentrations will be summarized by study visit using
descriptive statistics. The number of subjects with a value BLQ will also be
tabulated.

Linear and log-linear individual concentration profile plots against actual time
(with each cohort [dose] being identifiable).

e For Cohorts 1 and 2 a plot will be presented for Study Days 1 to 29 (all
concentrations following the single dose but recorded before the first dose
of multiple dosing).

e For Cohorts 1-4, a plot will be presented for Multiple Dose Days 1 to 29
(the last concentration before the start of multiple dosing through to the last
concentration no more than 1 day after the Day 29 dose).

e For Cohort 4, a plot will be presented over the whole study.

Subjects who participate in more than one cohort will be identified in footnotes.

For individual subject plots by time, the actual PK sampling time will be used.

PK Parameters

For Cohorts 1 and 2 only, the following PK parameters for APL-2 will be derived
from the ’single dose’ individual serum concentrations-time data, using actual sample

times:

AUCo-t The area under the serum concentration versus time curve, from time 0
to the last measurable concentration prior to the start of multiple
dosing®, as calculated using the linear trapezoidal method when
concentrations are increasing and the logarithmic trapezoidal method
when concentrations are decreasing.

Crmax Maximum observed serum concentration.
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Tmax Time of the maximum measured serum concentration. If the maximum
value occurs at more than one time point, t max is defined as the first
time point with this value.

*Until the pre-dose concentration on Day 29. If a subject starts multiple dosing after

Day 29 then a footnote will indicate the study day of their last single dose blood

sample.

With too few samples taken during the terminal phase of the concentration profile to
reliably determine the elimination rate constant ti2, AUCo-inf, CL/F and Vz/F will be
estimated from the population PK model.

For the multiple dose phase the APL-2 parameters AUC . and Ciroughmax Will be
estimated for the individual serum concentration data, using a non-compartmental
approach. AUC,., Will be calculated using the linear-log trapezoidal method. It will be
determined using all concentrations measured from the last dose till the last
quantifiable concentration. For Cohort 4, Cirough,max Will be calculated for both 270mg
and 360mg where subjects receive both doses.

PK parameters will be listed by cohort. For Cohort 4, PK parameters will be
summarized using descriptive statistics. Geometric mean and CV will also be
presented. Additional analyses will be performed as deemed necessary upon review of
the data.

Population PK Modelling

In addition to the above analyses, all PK plasma concentration data will be used to
update and further develop the population PK model which is currently based on the
PK data collected in studies APL-CP0713-1 and APL-CP1014. The methods and
procedures that will be used as well as the scope of the work that will be undertaken
will be presented in a Population PK Analysis Plan.

PHARMACODYNAMIC ANALYSIS

PD parameters include the following:
1. Lactate Dehydrogenase (LDH),

Reticulocyte count,

Haptoglobin,

Hemoglobin level,

Total bilirubin, and

A

Serum levels of complement parameters (CH50, AH50, and C3)

These data will be listed by cohort, study part and subject along with changes from
baseline and percent changes from baseline. As mentioned in Section 3.1 the multiple
dose phase data from Cohorts 1-4 will be listed with changes and percentage changes
from baseline using the last measurement before the start of multiple dosing as
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baseline (PD parameters 1-5: scheduled as Day 22 for Cohorts 1 and 2 and Day 1 for
Cohorts 3 and 4; PD parameter 6: Day 1 for all cohorts). Additionally, Cohort 1 and 2
data from both single and multiple dose phases will be listed using Study Day 1 as
baseline for the changes and percentage changes from baseline.

For Cohort 4, absolute values, changes from baseline and percentage changes from
baseline will be summarized, using descriptive statistics, by study visit. The associated
95% confidence interval and 2-sided p-value (Student’s t-test) for the changes from
baseline will also be presented.

For LDH, reticulocyte count, haptoglobin and total bilirubin the number and
percentage of subjects < ULN and < 1.5*ULN will also be summarized by study visit
for Cohort 4 only. Plots, paged by subject, will include these parameters and present
the value related to ULN (i.e. value/ULN) against time. Each parameter will have a
different symbol and a legend to identify the parameters will be included. A vertical
line, labelled with the dose, will be added to the plot to identify any dose change
during the study.

For hemoglobin level the number and percentage of subjects > LLN will also be
summarized by study visit for Cohort 4 only.

For each of the above parameters (except CH50 and AHS50), individual values,
changes from baseline, and percent changes from baseline will be plotted against
actual study day (with each cohort and subject being identifiable) for the multiple dose
phase. For CHS50 only individual values and change from baseline will be plotted.
AHS50 will not be plotted as AH50 should be completely inhibited (i.e. BLQ) for
subjects receiving Soliris®. For each of the individual value, changes from baseline,
and percentage changes from baseline endpoints, three plots will be presented.

The first will present individual values, changes from baseline, and percentage
changes from baseline over the study (single and multiple dose phases) plotted against
assessment for Cohorts 1 and 2 using the last measurement before the start of dosing
(scheduled as Day 1) as baseline.

The second will present the Part 1 data (multiple dose data only for Cohorts 1 and 2)
and the follow-up data for Cohorts 1-3. The follow-up data for Cohort 4 will also be
included if the subject doesn’t continue dosing into Part 2A. Subjects who participate
in more than one cohort will be identified in a footnote.

The third will present the Cohort 4 data over the whole study.

For all plots a dotted line will be used to identify follow-up data and the actual
sampling day will be used on the x-axis.

PD parameters also include the following:

e PNH granulocytes (percent FLAER), and

Version 3.0 07 Jun 2018 Page 33 of 46



Apellis Pharmaceuticals, Inc.
Protocol: APL-CP0514

SAP

e PNH monocytes (percent FLAER)
e (3 deposition on RBCs (percent C3d CD59 Type I, II, I1I and I+111*)
e clonal distribution of PNH RBCs (percent CD59 Type [, II, III and IT+I11*%*)

*C3d deposition on RBC cells (percent Type Il + 111) is the number of events for C3d
deposition on RBC cells (Type Il) plus number of events for C3d deposition on RBC
cells (Type I11) divided by number of events for PNH CD59 Type II and III expressed
as a percent.

** Clonal distribution of PNH RBCs (percent Type Il + IIl) is the sum of the clonal
distribution of PNH RBCs Type Il and Type II1.

For Cohort 4, absolute values and changes from baseline will be summarized, using
descriptive statistics, by study visit.

The individual PNH granulocytes (percent FLAER) and the change from baseline
(Day 1 for all cohorts) will be plotted by study day with each subject and cohort and
subject being identifiable. The first plot will present the Part 1 data (multiple dose data
only for Cohorts 1 and 2) and the follow-up data for Cohorts 1-3. The follow-up data
for Cohort 4 will also be included if the subject doesn’t continue dosing into Part 2A.
Subjects who participate in more than one cohort will be identified in a footnote. A
second plot will present the Cohort 4 data over the whole study. A dotted line will be
used to identify follow-up (Part 3). The actual sampling day will be used on the x-
axis. These plots will be repeated for PNH monocytes (percent FLAER) individual and
change from baseline values.

Individual subject plots of the percentage distribution will be presented for the C3
deposition on RBC cells parameters, with all parameters included on the same subject
plot. The first plot will present the Part 1 data (multiple dose data only for Cohorts 1
and 2) and the follow-up data for Cohorts 1-3. The follow-up data for Cohort 4 will
also be included if the subject doesn’t continue dosing into Part 2A. Subjects who
participate in more than one cohort will be identified in a footnote. A second plot will
present the Cohort 4 data over the whole study. A dotted line will be used to identify
follow-up (Part 3). The actual sampling day will be used on the x-axis. This plot will
be repeated for clonal distribution of PNH RBCs parameters.

Clonal distribution of PNH RBCs (percent Type II + III) over time will be plotted by
cohort with each subject being identifiable. Subjects who enter both cohorts will be
identified in a footnote. Separate plots will be presented for Part 1 (all cohorts,
multiple dose phase only for Cohorts 1 and 2) and Cohort 4 (whole study). A dotted
line will be used to identify follow-up (Part 3). The actual sampling day will be used
on the x-axis. These plots will be repeated for Clonal distribution of PNH RBCs
(percent Type III), C3d deposition on RBC cells (percent Type II + III) and C3d
deposition on RBC cells (percent Type III).

Listings of the T-helper 17 (Th17) and T-regulatory (Treg) cell analysis will be
prepared for the single dose phase and the multiple dose phase. The analysis will be
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performed by the Research Lab in Renal Medicine at the Icahn School of Medicine at
Mount Sinai Medical School in New York City.

INTERIM ANALYSIS

An external, independent Safety Monitoring Committee (SMC) will regularly review
cumulative safety/tolerability, PK and PD data during the dose escalation phase of the
study. The first SMC assessment will occur before the initiation of Cohort 2.
Following this, assessments will occur approximately every four weeks. A key
responsibility of the SMC will be to make recommendations to continue, modify, or
stop dose escalation (or the study) based on current safety data, particularly the AEs of
special interest listed in Section 9.1.

Additional safety reviews will be scheduled as recommended by the SMC or the
sponsor. At the Sponsor’s request, safety tables, figures, and data listings may be
presented to the sponsor’s consultants for the purposes of planning the next Phase 1 or
initial Phase 2 studies prior to database lock. These interim analyses will be performed
on data that will be edit-checked and monitored.

Preliminary PK analysis may be performed to evaluate the sampling time points as the
study progresses and to guide the dose escalation decision.

When all subjects have completed (or discontinued) Part 2A in Cohort 4 the data
collected up to and including these study visits will be reported. Further reports may
be prepared with each report containing cumulative information. These reports will be
performed on data that will have been fully checked and considered as final. Any
changes to the data previously reported will be fully auditable and discussed in the
subsequent reports.

SOFTWARE AND PROGRAMMING SPECIFICATIONS

13.1 Statistical Software

All statistical programs will be written in SAS® version 9.3.

PK parameters (AUC) will calculated using PKNCA (version 0.8.4 or higher) with R
(version 3.4.3 or higher).

13.2  Generating Programming Specifications

Appendix 1 provides a list of all the TLFs that are planned to be produced.
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13.2.1

Formatting Specifications

The following formatting specifications will be used to output TLFs:

e TLFs are outputted by SAS Output Delivery System (ODS) into Rich Text Files
(RTF) and Portable Document Format (PDF) formats.

13.2.2

Tables and Listings will include borders around all headings and data cells.
Output will be in landscape orientation with margins of 1.5 inches on top, and
1 inch for right, left, and bottom.

The default font to be in tables/listings/figures will be Times New Roman or
Courier New.

Preferred and minimum font size:

Portion of Output Preferred Minimum
Page Header 12 pt 8 pt
Title 12 pt bold 8 pt
Column header 12 pt bold 8 pt
Cells 9 pt 8 pt
Footnote 8 pt bold 8 pt
Page Footer 12 pt 8 pt

Data will be centered within columns when the maximum length of the data
being displayed is less than or equal to the maximum width of the column
heading. When the maximum length of the data being displayed exceeds the
maximum width of the column heading, the data will be left-justified.

Column headings should be in initial capital characters. For numeric variables,
include “unit” in the column heading when appropriate.

In figures, axes will be labeled appropriately.

Standard Text Specifications

13.2.2.1 Header

All output (table, listing, or figure) will have the following header at the upper
left corner:

Apellis Pharmaceuticals, Inc.
Protocol: APL-CP0514
Clinical Study Report

All output will have the date and time output was generated and internal page
number in the footer. Tables/Listings/Figures should be internally paginated
(i.e., page numbers should appear sequentially within each output).

13.2.2.2 Title

At least three (3) lines, in general, will be reserved for the entire title.
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e The first line is for the table/listing/figure number;
e The second line is for the actual title; and

The third line is reserved for the analysis population descriptor.

All titles will be centered, as shown in the following example:

13.2.2.3

Table 14.1.1.1
Disposition of Subjects
Screened Set

Footnotes

Unless otherwise specified, footnotes will appear on all pages within the tables
and listings.

Footnotes will be in the format of “Note: followed by 2 spaces, then the
footnotes”, as shown in the following example:

Note: SD = Standard Deviation, Min = Minimum, Max = Maximum.

Each line of a complete footnote should end with a period.

When an abbreviation (e.g. AE, SAE, ITT, etc.) appears in the whole
set of TLFs for a study, a footnote should be provided.

A footnote serves as a brief explanation/clarification /definition
/concept of a flag symbol or a character, an abbreviation, a
terminology, etc., that appears in or related directly to the displayed
content of a table/listing/figure.

Footnotes will not contain detailed/technical elaboration of, for
example, a mathematical/statistical formula, a statistical term/test, or an
algorithm for deriving a parameter value, which should be addressed in
the text of the SAP.

All footnotes will be at the lowest line of the page immediately above
the footer. There will be one space between the last footnote and the
footer.

For Tables, the first footnote will provide source listings and/or analysis
datasets names for cross-referencing.

Any use of the FACIT score must include the footnote:

The FACIT and all related works are owned and copyrighted by, and the intellectual
property of David Cella, Ph.D. Permission for use of the FACIT-FATIGUE
questionnaire is obtained by contacting Dr. Cella at information@facit.org.

This impacts all the documents that mention the FACIT-FATIGUE
including, but not limited to:

e ¢CRFs (RDC)

Tables, listings and figures (including mocks)
eCRF/ RDC guidelines

Reports (including ad-hoc requested reports)
Data Management Plan (DMP)
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13.2.2.4 Footer

The following footer should appear at the very bottom of each page of a table,
a listing, or a figure generated in SAS in the lower left corner:

Program: PGNAME.sas; Creation Date and Time: MMDDDYYYY HH:MM
Data Cutoff: DDMMMYY:HH:MM:SS — Listing Generated MMM DD, YYYY

and the following footer at the lower right corner:
Version Date Time Page x of y (for within output pagination)

where
PGNAME = SAS program name;
Version will be replaced by version number and “Draft” or “Final”.

13.2.3 Statistical Specifications
13.2.3.1 Statistics Reported

e Unless otherwise specified, the mean and standard deviation (SD) will
be displayed to one more decimal place than the original value, while
minimum and maximum will be reported in the format of the original
data, e.g.:

Original: xx
Mean and SD: xx.x
Minimum and maximum: Xx

e Unless specified in the actual TLF shells for a study, all percentages
will be rounded to one decimal place in all tables/listings/figures.
Rounding will take place after all calculations have been performed.

e Use of N versus n:
N = total number of subjects or subjects in the population.
n = total number of subjects or subjects in the specific category.

e P-value label formatting

Column heading P-value

Row heading P-value
Footnote — first word ~ P-value
Footnote — embedded word p-value

e All p-values should be reported to using SAS pvalue6.4 format
(displayed as ‘0.xxxx’ or ‘<0.0001")
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13.2.4 SAS Procedure Output

All SAS log and output will be saved to file to a secure location for final
archive.

13.2.5 Tables Summarizing Categorical Data

The following specifications apply to tables that summarize categorical data:

e Percent of events should be left blank (including the parentheses) if the
number of events is zero.

e If the categories of a parameter are ordered, then all categories between
the maximum possible category and the minimum category will be
included, even if n=0 for a given category between the minimum and
maximum level for that parameter.

e [f the categories are not ordered, then only those categories for which
there is at least one subject represented will be included.

e A missing category will be added to any parameter for which
information is not available for any subjects.

13.2.6 Subject Data Listings

In general, individual subject data listings should include all subjects with data.
However, if a subject data listing includes only subjects who met a certain
condition, and there were no subjects who met that condition, then a “message”
will appear indicating that no subjects met the condition for inclusion in that
listing.
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