Long-term clinical outcomes of patients with acute hepatic porphyria who were not attack-free
after 6 months of givosiran treatment in a subgroup analysis of the phase 3 ENVISION study
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Conclusions
e Both patient groups had reduced attacks and other treatment-related improvements within the first 6 months of givosiran treatment e Patients who were attack-free remained attack-free and report health-related quality of life (HRQoL) improvements through month 36
e Patients who were not attack-free after the first 6 months of treatment experienced further attack reductions and quality of life improvements with long-term givosiran treatment e Results of this analysis indicate that long-term givosiran treatment provides sustained benefits for patients in both groups

Table 1. Baseline demographics and disease characteristics Figure 2. Urinary (A) ALA and (B) PBG levels Figure 3. Mean change from baseline in (A) EQ-VAS score and (B) SF-12 version 2
IntrOd uction and ObjeCtlveS Demographic/characteristic Attack-free Not attack-free All patients treated (A) 20 - Attack-free? PCS score
_ _ _ _ _ _ _ n=46 n=33 with givosiran —e— Not attack-free® (A) 304 —® Attack-free 17.5

e Acute hepatic porphyrla- (AHP) is a group of ra.re, chronic, multisystem disorders .cha.racterlzed . N=79 R —e~ Al patients treated with givosiran p —e— Not attack-freeb G
by acute attacks, chronic symptoms, progressive elements, and long-term complications Age at screening, years ?E) Median % change from baseline ® 25 —® All patients treated with givosiran
requiring proactive management Median (min, max) 41.5 (19.0, 61.0) 36.0 (20.0, 57.0) 38.0 (19.0, 61.0) = - X Median ALA in healthy individuals: T 20 Mean change from baseline

o Patients with AHP may experience: Time since diagnosis, years E 0.46 mmol/mol § *Ug‘) 2.2
— episodic acute attacks, including symptoms such as severe abdominal pain, nausea, vomiting, Mea_n (SD)_ 29 (10.0] 10212 ({Ehe) S N < 10- g @ 157

tachycardia, hypertension, constipation, muscle weakness, and changes in mental status VISBILET (i, e AT (LilE Seher Vel (ke G2 68 (Ll Grei ) < =2
yeardia, yp , CONSHpAton, | > and thang Q1, Q3 2.05, 16.76 4.25,12.97 2.25,13.93 c 54 59 5 107
— chronic symptoms (e.g. pain and fatigue) that impact daily activities and HRQoL Age at diagnosis, years = —84.8% _91.6% s 8 ;-

e Givosiran is an RNA interference therapy that prevents accumulation of d-aminolevulinic acid Mean (SD) 32.44 (11.39) 26.70 (9.03) 30.04 (10.79) = G G %

(ALA) and porphobilinogen (PBG) and is approved is the USA, Brazil, Taiwan, and Canada for Median (min, max) 30.13 (6.26, 58.07)  27.15 (5.00, 46.09)  29.25 (5.00, 58.07) o 0 T - - - - |
the treatment of adults with AHP, and in the EU, Switzerland, and Japan for the treatment of Q1, Q3 24.82, 41.51 21.50, 32.84 22.69, 36.55 0 | | | | | | | | | | | | _5
adults and adolescents (212 years of age) with AHP Sex, n (%) 0 3 6 9 12 15 18 21 24 57 30 33 36 0 6 12 .18 | 24 30 36

« ENVISION (NCT03338816) is a multicentre, randomized, double-blind (DB), Female 39 (84.8) 31(93.9) 70 (88.6) e Months after givosiran treatment Months after givosiran treatment 9.1

placebo-controlled, phase 3 study, in which sustained reductions in annualized attack rate Prior hemin prophylaxis regimen, n (%) o- OF patients- B 2
Yes 18 (39.1) 13 (39.4) 31 (39.2) Attack-free 46 46 46 46 45 45 45 43 43 45 45 22 24 -

(AAR) with givosiran were observed’? \ - 60.9 20 60.6 18 60.8 Not attack-free® 33 32 31 33 31 32 33 32 31 33 31 16 16 o 8
: : 0o : : : c =

— 58% of patients who completed the study through month 36 were attack-free after the first : : : (60.9) (60.6) (60.8) fotal S 77 & e 77 e s 4 8 e 38 40 DO
o . Prior chronic symptoms when not having attacks, n (%) (B) 60 ? 5

6 months of givosiran treatment and for the study duration? Yes 23 (50.0) 20 (60.6) 43 (54.4) . _ o 33

e We examined long-term outcomes in patients who were not attack-free after the first 6 months No 23 (50.0) 13 (39.4) 36 (45.6) N o i\)/l ggli}miiﬁgi healihy individuls: é §

of givosiran treatment Prior chronic opioid use when not having attacks, n (%) E O N
Yes 13 (28.3) 10 (30.3) 23 (29.1) S 40 <£% I

w

No 33 (71.7) 23 (69.7) 56 (70.9) E S o

History of depression, n (%) Y S~

e Eligibility criteria: Yes 11 (23.9) 13 (39.4) 24 (30.4) o = (L}_) 0
— AHP diagnosis No 35 (76.1) 20 (60.6) 95 (69.6) g 20 - —86.3% _93.4% 0 6 12 18 24 30 36
— 212 years of age History of hypertension, n (%) g ' Months after givosiran treatment
— 22 attacks requiring hospitalization, urgent care, or intravenous hemin at home during the fes 1 e 10 (30.3) 2158 ' _

6 months before study enrolment | No 35 (76.1) 23 (69.7) 98 (73.4) Attac_k:;ree Not attfgl?:-free All Rtartllel:lts ti'eated

e Patients were randomized (1:1) to givosiran or placebo for 6 months in a DB period followed History of neuropathy, n (%) = = - gyos"an

° 09 PHEEERO T . - PETiDE® Yes 18 (39.1) 13 (39.4) 31(39.2) 0 3 6 9 12 15 18 21 24 27 30 33 36 NS79
by .a 30-month openl-leibel exten§|on (OLI.E) perloq, In which all patients received givosiran | No 28 (60.9) 20 (60.6) 48 (60.8) | Months after givosiran treatment Mean change from baseline£SEM (n)
e This post hoc descriptive analysis comprised patients who completed the DB and OLE periods Baseline represents 6 months before randomization. Ztct). 0: ]I?atlaent8246 s6 a6 46 45 45 45 an 43 an a5 9 ” EQ.VAS score
Y Subgroups were deflned based on attack frequency after the flrst 6 months Of gIVOSII’an treatment max, maximum; min, minimum; N, total number of patients included; n, patients included per Subgroup; Q1, first quartile; N taCtt_ rekef b 33 32 31 33 31 32 33 32 31 33 31 16 16
. _ Q3, third quartile; SD, standard deviation. Ot allack-iree Baseline 68.1+3.2 (46) 62.0+3.9 (33) 656+2.5 (79)
— Attack-free: patients with 0 attacks Total 79 78 77 79 76 77 78 75 74 77 76 38 40 - Laser A 0.
_ ; , i ith > Figure 1. Mean composite AAR After 6 months of treatment 6.9+3.0 (46 2.2+3.5 (33 4.9+2.3 (79
Not attack-free: patients with 21 attack 25 Attack-free® Not attack-free® All patients treated (46) (39) (79)
_ Jor _ _ ST por 6 et e oo 2 T o7
I B Not attack-free® N=79
20 - 39,79, B All patients treated with givosiran Median change from baseline, % (n After 36 months of treatment 19.914.6 (23) 17.56.4 (17) 18.913.7 (40)
y /0

e In total, 94 patients were randomized and 79 of these completed the ENVISION study . @ Mean % change from baseline ALA SF-12 PCS score
(46 [58%] were attack-free and 33 [42%] were not attack-free) :rf 15 - Baseline 40.5%1.3 (46) 38.1+1.8 (33) 39.5+1.1 (79)

e Mean composite AAR (attacks requiring hospitalization, urgent care, or intravenous hemin % _80.3%] s 8549, After 6 months of treatment —-87.5 (46) —-84.8 (31) -86.0 (77) After 6 months of treatment 7.341.3 (45) 4.141.4 (33) 6.0£1.0 (78)
at home) was 7.0 (range, 0.0-23.9) after >0-6 months of givosiran treatment for patients who 2 10 - @ ~ i After 30 months of treatment -92.6 (45) -90.0 (31) -92.3 (76) After 30 months of treatment 8.541.2 (44) 8.042.0 (29) 8.3+1.1 (73)

- 5+1. 0+2. 31,
were not attack-free Q @ After 36 months of treatment —-92.7 (24) -91.6 (16) —-92.7 (40) After 36 months of treatment 8.341.7 (23) 9.1£3.2 (17) 8.6£1.6 (40)

e Median age at screening (Table 1): S 5. T . ~ . PBG o o T o o
41,5 years for patients who were attack-free : T P 56 sa o 1o R e e e Sonen o
— 36.0 years for patients who were not attack-free 0 ' ' ' ZFZ tt<_> 8tpoin_tt§ gcr tIfCD:l:/ASPaTd 2t to 5t r?cii;ntst:‘or kSF-12-

- _ _ _ 2Patients wi attacks. "Patients with =1 attack.

e Mean composite AAR per 6-month interval decreased over time for patients who were not 1 1 1 1 AL S OIS o EEL o o1/ () 28 () 2240 (78] EQ-VAS, EuroQol visual analogue scale; N, total number of patients included; n, patients included per subgroup;

attack-free (Figure 1) - After 36 months of treatment -97.2 (24) -93.4 (16) -95.9 (40) PCS, Physical Component Summary; SEM, standard error of the mean; SF-12, 12-item Short Form Health Survey.
— Mean percentage reductions relative to historical composite AAR (mean [standard —> 7 Historical >0-6 >6-12 >12-18 >18-24 >24-30 >30-36 Baseline is shown at 0 months and it represents 6 months before randomization. Data on arrows show median % change from References
r _ AAR : , : baseline in median ALA and PBG levels. _
deviation], 12.8 [9.6]): Duration of givosiran treatment (months) "Patients with 0 attacks. *Patients with >1 attack. 1. Balwani M et al. N Engl J Med 2020;382:2289-301.
= 39.7% after >0-6 months of givosiran treatment ALA, d-aminolevulinic acid; N, total number of patients included; n, patients included per subgroup; PBG, porphobilinogen. 2. Kuter DJ et al. J Hepatol 2023;79:1150-58.
e Months of treatment Attack-free? Not attack-free®  All patients treated : : :
= 85.4% after >30-36 months of givosiran treatment =46 n=33 V\'Ioith givosiran * HRQoL, measured using EuroQol visual analogue scale (EQ-VAS) scores and 12-item This study was sponsored by Alnylam Pharmaceuticals. Under the direction of the authors, medical writing support was
e Patients who were attack-free remained attack-free throughout the 36 months of the study N=79 Short Form Health Survey (SF-12) version 2 Physical Component Summary (PCS) scores, provided by Luisana Carballo PhD of Oxford PharmaGenesis, Oxford, UK, and was funded by Alnylam Pharmaceuticals.
Figure 1 ' ' :

( 'gl_J € )_ _ _ Mean change from baseline, % (n) improved in both groups L _ _ : Disclosures

® Med|an unnary ALA and PBG |eve|S decreased over t|me (Flgure 2) Aft >O 6 _80 3 46 _39 7 33 _63 3 79 — Mean Change from base“ne IN EQ'VAS SCores Improved over t|me (Flgure 3A) PV: received Consu|tancy fees and honoraria from A|ny|am Pharmaceuticals and Recordati Rare Diseases. EG-N: received

— Median percentage reductions from baseline in ALA levels: = .3 (46) 7 (33) 3 (79) = 6.9 points after 6 months and 19.9 pointS after 36 months in patients who were attack-free grants/resea.rch support, paici to the Fundacion para la Formacién e In\{estig?ci()n Biosanitaria-FF.IS, i‘r.om Al.nylam
= 87.5% after 6 months and 92.7% after 36 months in patients who were attack-free After >24-30 —100.0 (46) —84.5 (33) —93.5 (79) = 2.2 points after 6 months and 17.5 points after 36 months in patients who were not Egzg:zzﬂﬂzz:z ::g ;Zr;urg:t? Ff;iz f[;?SrZ:SIzZia\;vnDF:hear:;;z,zl;t'gfznsllzma;i]na’l r?::;;i:i‘ali‘_’vgflzrr:g;gyzdevffog:; 2:;’:;:2' dor
= 84.8% after 6 months and 91.6% after 36 months in patients who were not attack-free After >30-36 —-100.0 (23) -85.4 (17) -93.8 (40) attack-free in Alnylam Pharmaceuticals. MT: consultant and speaker for Alnylam Pharmaceuticals and has served as a consultant for Disc
— Median percentage redUCtionS from baseline in PBG |eve|S: AAR were attacks requiring hospitalization, urgent care, or intravenous hemin at home. Baseline represents 6 months before — Mean Change from baseline in SF'12 VerSion 2 PCS scores improved over tlme (Figure 3B) Medicine, Mitsubishi Tanabe, and Recordati Rare Diseases.
- 88.5% after 6 months and 97.2% after 36 months in patients who were attack-free randomzation. =ror bars show standard deviations. Data on arows show mean 7 change from basefine in mean composite AAR - 7.3 points at 6 months and 8.3 points at 36 months in patients who were attack-free Acknowledgements
=  86.3% after 6 months and 93.4% after 36 months in patients who were not attack-free AAR, annualized attack rate; N, total number of patients included; n, patients included per subgroup. = 4.1 points at 6 months and 9.1 points at 36 months in patients who were not attack-free The authors would like to thank the patients who participated in this study and their families.
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